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(54) AROMATIC RING DERIVATIVES 

(57) Novel aromatic ring derivatives represented by formula (I) or their pharmaceutical acceptable salts are pro- 
vided. 



R*~SO*-NHCO-c hi-Nu-cht-A (I) 

I 

R , 



wherein Nu represents a 5- or 6-membered aromatic ring; ch 1 and cha each represents a cross-linking group; and A 
represents an aromatic ring. 

l- These compounds have Wood sugar-depressing activity or PDE 5 inhibitory activity and are useful as medicines 
^ for treating impaired glucose tolerance, diabetes, diabetic complications, syndrome of insulin-resistance, polycystic 
CM ovary syndrome, hyperlipidemia, atherosclerosis, cardiovascular disorders, hyperglycemia, hypertension, stenocardia, 
CO pulmonary hypertension, congestive heart failure, glomerulopathy, tubulointerstitiai disorders, renal failure, angiostena- 
sis, distal angiopathy, cerebral apoplexy, chronic reversible obstructions, autoimmune diseases, allergic rhinitis, urti- 
§ caria, glaucoma, dis ases characterized by errt romotility disord rs, impotence, nephritis, cachexia, pancreatitis, 
O restenosis after PTCA, etc. 
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Descripti n 

Technical Fi kJ 

5 [0001 ] The present invention relates to novel aromatic ring derivatives and specifically to novel aromatic ring deriv- 
atives and their pharmaceutical ly acceptable salts having Wood sugar level-depressing activity or PDE5-inhibrting activ- 
ity. The present invention also relates to pharmaceutical compositions comprising such an aromatic ring derivative or 
its salt as an active ingredient. 

w Disclosure of the Invention 

[0002] An objective of the present invention is to provide novel aromatic ring derivatives and their pharmaceutical^ 
acceptable salts, and also pharmaceutical compositions comprising such an aromatic ring derivative or its pharmaceu- 
tical^ acceptable salt as an active ingredient, which are useful fa preventing and treating impaired glucose tolerance, 

is diabetes (type II diabetes), diabetic complications (e.g., diabetic gangrene, diabetic arthropathy, diabetic osteopenia, 
diabetic glomerulosclerosis, diabetic nephropathy, diabetic dermatopathy, diabetic neuropathy, diabetic cataract, dia- 
betic retinopathy, etc.), syndrome of insulin resistance (e.g., insulin receptor disorders, Rabson-Mendenhall syndrome, 
leprechaunism, Kobberling-Dunnigan syndrome, Seip syndrome, Lawrence syndrome, Cushing syndrome, acromeg- 
aly, etc.), polycystic ovary syndrome, hyperlipidemia, atherosclerosis, cardiovascular disorders (e.g., stenocardia, car- 

20 diac failure, etc.), hyperglycemia (e.g„ those characterized by abnormal saccharometabolism such as feeding 
disorders, etc.), hypertension, stenocardia, pulmonary hypertension, congestive heart failure, glomerulopathy (e.g., 
diabetic glomerulosclerosis, etc.), tubulointerstitial disorders (e.g., Tenopathy induced by FK506, cyclosporin, etc.), 
renal failure, atherosclerosis, angiostenosis (e.g., after percutaneous arterioplasty), distal angiopathy, cerebral apo- 
plexy, chronic reversible obstructions (e.g., bronchitis, asthma (chronic asthma, allergic asthma), etc.), autoimmune dis- 

25 eases, allergic rhinitis, urticaria, glaucoma, diseases characterized by errteromotility disorders (e.g., hypersensitive 
enteropathy syndrome, etc.), impotence (e.g., organic impotence, psychic impotence, etc.), nephritis, cachexia (e.g., 
progressive weight loss due to lipolysis, myolysis, anemia, edema, anorexia etc., in chronic diseases including cancer, 
tuberculosis, endocrinopathy, AIDS, etc.), pancreatitis, or restenosis after PTCA. 

[0003] The present inventors provide novel aromatic ring derivatives represented by any one of formulae (I) and (III) 
30 to (VI) below and their pharmaceutically acceptable salts, and also provide pharmaceutical compositions comprising 
the compound as an active ingredient, which are useful for preventing and treating impaired glucose tolerance, diabetes 
(type II diabetes), diabetic complications (e.g., diabetic gangrene, diabetic arthropathy, diabetic osteopenia, diabetic 
glomerulosclerosis, diabetic nephropathy, diabetic dermatopathy, diabetic neuropathy, diabetic cataract diabetic retin- 
opathy, etc.), syndrome of insulin resistance (e.g„ insulin receptor disorders, Rabson-Mendenhall syndrome, lepre- 
35 chaunism, Kobberling-Dunnigan syndrome, Seip syndrome, Lawrence syndrome, Cushing syndrome, acromegaly, 
etc.), polycystic ovary syndrome, hyperlipidemia, atherosclerosis, cardiovascular disorders (e.g., stenocardia, cardiac 
failure, etc.), hyperglycemia (e.g., those characterized by abnormal saccharometabolism such as feeding disorders, 
etc.), hypertension, stenocardia, pulmonary hypertension, congestive heart failure, glomerulopathy (e.g., diabetic 
glomerulosclerosis, etc.), tubulointerstitial disorders (e.g., Tenopathy induced by FK506, cyclosporin, etc.), renal failure, 
40 atherosclerosis, angiostenosis (e.g., after percutaneous arterioplasty), distal angiopathy, cerebral apoplexy, chronic 
reversible obstructions (e.g., bronchitis, asthma (chronic asthma, allergic asthma), etc.), autoimmune diseases, allergic 
rhinitis, urticaria, glaucoma, diseases characterized by errteromotility disorders (e.g., hypersensitive enteropathy syn- 
drome, etc.), impotence (e.g., organic impotence, psychic impotence, etc.), nephritis, cachexia (e.g., progressive weight 
loss due to lipolysis, myolysis, anemia, edema, anorexia etc., in chronic diseases including cancer, tuberculosis, endo- 
ws crinopathy, AIDS, etc.), pancreatitis, or restenosis after PTCA. 

(Ri)n (I) 



55 wherein X indicates a substituent represented by formula (II): 
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H 



wherein R 2 represents a lower alkyl group, a lower alkenyl group, a lower alkynyl group, a cyclo-lower alkyl group, an 
70 aromatic group, or a heterocyclic group, each of which may have one or more substituents; cr^ and ch 2 each represents 
a saturated or unsaturated cross-linking group, which may be branched; ch 1 may have one or more substituents 
selected from the group consisting of a lower alkyl group, a lower cycloalkyl group, an aromatic group, a heterocyclic 
group, a lower alkyl-lower cycloalkyl group, an aromatic-lower alkyl group, and a heterocyclic-lower alkyl group; Nu rep- 
resents a 5- or 6-membered aromatic group; X and Nu may be bonded directly to each other; represents a hydrogen 
is atom, a halogen atom, a lower alkyl group, an amino group, an acyiamino group, a lower alkenyl group, a lower alkynyl 
group, a halo-lower alkyl group, a lower cycloalkyl group, a nitro group, a lower alkylamino group, a carboxyl group, an 
esterified carboxyl group, an amidated carboxyl group, a lower alkanesulfonyl group, an aromatic-sulfonyl group, a 
hydroxy! group, or a lower alkoxyl group; n is a natural number of 2 or less; and A is an aromatic ring that may have one 
or more substituents. 

20 
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30 

wherein R3 represents a hydrogen atom or a lower alkyl group; R 4 represents a hydrogen atom or an acyl group; X and 
A are as defined above. 




wherein R 5 represents a hydrogen atom or a lower alkyl group; Re represents a hydrogen atom, a halogen atom, or a 
55 phenyl group; and X and A are as defined above. 
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(VI) 



wherein A, R 5 , and are as defined above. 

[0004] The aromatic ring derivatives of the present invention in which Nu is a benzene ring can be synthesized 
through the reaction scheme represented by formulae (a) to (h) below. 
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(3) 



(4) 



50 



In formulae (a) to (C), Z represents a halogen atom; R 1 has the same definition as CH 2 A described above; R repre- 
sents a hydrogen atom or an alkyl group; R 2 is a alkyl group, a lower alkenyl group, a lower alkynyl group, a cycle-lower 
alkyl group, an aromatic group, or a heterocyclic group, which may have one or more substituerrts. 
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In formula (d), R 1 and R 2 are as defined above, and R a and R b represent a hydrogen atom or an alkyl group. 



15 
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(7) (8) 



35 



40 



45 




(9) (10) 

50 

In formulae (e) to (h), R 1 and R 2 are as defined above, and R a represents a hydrogen atom or an alkyl group. 
[0005] In formula (a) the compound of formula (2) can be synthesized from the compound of formula (1) and 
R^HR 8 , wherein R a and R 1 are as defined above. In formula (b), the compound of formula (3) can be obtained by 
reacting the compound of formula (2) with a carboxytic acid-activating agent, such as N.N'-carbonyldiimidazole. 1-(3- 
55 dimethy!aminc)propyl)-3^thylcarbodiimide or its salts, dicyclohexylcarbodiimide, isobutyloxycarbonyl chloride, isobuty- 
loyl chloride, pivaloyl chloride, isobutylchloroformate, diphenylphosphoryl azide, or diethyl cyanophosphate, and then 
reacting th reaction product with the corresponding sulfonamides in the presence of a base, such as diazabicycloun- 
decene, triethylamine, 4-dimethylaminopyridine. N,N-dimethylaniline. pyridine, N-methyimorpholine, N-ethylpiperidine, 



6 



EP 1000 932 A1 

potassium hydroxide, sodium hydroxide, potassium phosphate, potassium hydrog n carbonate, potassium carbonate, 
sodium carbonate, sodium hydride, potassium t-butoxide, sodium methoxide, or sodium ethoxide. 
[0006] In formula (c), the compound of formula (4) can be obtained by reducing the nitro group of the compound of 
formula (3) with a hydrogenation catalyst such as palladium-carbon in a hydrogen atmosphere. The nitro group can also 
5 be reduced with 1) reduced iron or zinc, 2) sodium hydrosulfite, 3) formic acid or ammonium formate in the presence of 
a transition metal catalyst such as palladium-carbon; 4) with nickel; etc. 

[0007] The compound of formula (5) can be produced from the compound of formula (4) through the reaction of for- 
mula (d). Specifically, the compound of formula (4) is allowed to react with R b COY (R 6 represents a hydrogen atom or 
an alkyl group, and Y is a chlorine atom or a bromine atom) in the presence of a base to obtain the compound of formula 
10 (5). 

[0008] In formula (e), the compound of formula (6) can be converted to the compound of formula (7) in the same 
manner as in the reaction of formula (b). In formula (f), the compound of formula (7) can be hydrolyzed with a base, such 
as lithium hydroxide, sodium hydroxide, potassium hydroxide, potassium carbonate, or sodium carbonate, to give the 
compound of formula (8). In formula (g), the compound of formula (9), corresponding to the compound of formula (3) in 
15 which R a is a hydrogen atom, can be synthesized from the compound of formula (8) and a compound of the formula 
R 1 Z' (R 1 is as defined above, and Z represents a chlorine atom, a bromine atom, an iodine atom, an alkanesulfonyl 
group, or an arylsulfonyl group) in the presence of a base. In formula (h), the compound of formula (9) can be converted 
into the compound of formula (1 0) that is the compound of formula (4) in which R a is a hydrogen atom in the same man- 
ner as in formula (c). 

20 [0009] When Nu is a pyridine ring in the compound of formula (I), aromatic ring derivatives of the present invention 
can be synthesized through the reaction scheme represented by formulae (i) to (k). 
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40 In formulae (i) to (k), A is as defined above. 

[0010] The compound of formula (1 3) can be synthesized from compounds of formulae (1 1) and (1 2) in acetic anhy- 
dride according to formula (i). In formula (j). the compound of formula (1 4) can be produced by reacting the compound 
of formula (1 3) with selenium dioxide in the presence of a base such as pyridine or the like. In formula (k), the compound 
of formula (15) can be obtained front the compound of formula (14) in the same manner as in formula (b). 

45 [001 1 ] When Nu is an imidazole ring in the compound of formula (I), aromatic ring derivatives of the present inven- 
tion can be synthesized according to the reaction scheme represented by formulae (I) to (x) below. 
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(23) (3 1 ) (3 2) 




(34) 

(3 5) 



In formulae (I) to (x). R 5 represents a hydrogen atom or a lower alkyl group; R 6 represents a hydrogen atom, a halogen 
atom, or a phenyl group; R 7 is an aromatic-lower alkyl group; X and A are as defined above; Z is a halogen atom; Z 
represents a phenyl group; L represents a leaving group such as a halogen atom or the like; Ph is a phenyl group; R 
represents a protected carboxylic acid; R" is an imino-protecting group. 

[0012] In formula (I), the compound of formula (16) can be allowed to react with the compound of formula (17) to 
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obtain the compound of formula (18). In formula (m), the imino-protecting group in the compound of formula (18) is elim- 
inated by, for example, reacting the compound of formula (19) with hydrogen chloride in alcohol, to give the compound 
of formula (19). In formula (n) t the compound of formula (22) can be obtained by reacting the conpound of formula (20) 
with the compound of formula (21) in the presence of a base such as sodium hydride. In formula (o). the compound of 
formula (23) can be produced by subjecting the compound of formula (22) to dehalogenation by, for example, catalytic 
reduction. In formula (p), the compound of formula (24) can be obtained by reacting the compound of formula (22) with 
phenylboric acid in the presence of a metal catalyst such as tetrakis(triphenylphosphine)palladium(0), and a base such 
as sodium carbonate. In formula (q), the compound of formula (26) can be synthesized from the compound of formula 
(25) in the same manner as in formula (Q. In formula (r), the carboxy-protecting group in the compound of formula (26) 
can be eliminated by. for example, hydrolysis, to obtain the compound of formula (27). In formula (s), the compound of 
formula (28) can be produced from the compound of formula (27) in the same manner as in formula (b). In formula (t), 
the compound of formula (30) can be obtained by subjecting the compound of formula (29) to reduction reaction, such 
as catalytic reduction. 

[001 3] In formula (u), the compound of formula (32) can be obtained from the compounds of formulae (23) and (3 1 ) 
in the presence of a base such as lithium diisopropylamide, sodium amide, potassium t-butoxide. sodium methoxide, 
sodium hydroxide, or potassium hydroxide. The compound of formula (32) can be converted into the compound of for- 
mula (33) using an acid or a base. Alternatively, the hydroxy! group in the compound of formula (32) can be converted 
to a leaving group such as an acyloxy group, a methanesurfonyloxy group, a toluenesulfonyloxy group, or a trifluor- 
omethanesurfonyloxy group prior to the reaction with an acid or a base, to obtain the compound of formula (33) under 
a milder reaction condition. The compound of formula (33) can also be obtained from the compound of formula (32) by 
using a dehydration agent (formula (v)). In reaction formula (w), the carboxy-protecting group of the compound of for- 
mula (33) can be eliminated by, for example, hydrolysis to give the compound of formula (34). In formula (x), the com- 
pound of formula (35) is obtainable from the compound of formula (34) in the same manner as in formula (b). The 
compound of formula (26) can be obtained from the compound of formula (25) and the compound of formula (31) rep- 
resented by CH 3 R (R is as defined above) in the same manner as in formulae (u) and (v). 

[0014] K desired, any of the reaction intermediates formed in the above-described reaction steps can be purified, 
prior to being subjected to the next step, by conventional purification methods usually used in chemical synthesis, 
including, for example, recrystallization, column chromatography, thin-layer chromatography, high-performance liquid 
chromatography, and the like. The final product which is the compound of the present invention, can also be purified by 
conventional methods for purifying organic compounds, including, for example, recrystallization, column chromatogra- 
phy, thin-layer chromatography, high-performance liquid chromatography, and the like. The compounds can be identi- 
fied by NMR spectrograph* mass spectrograph* IR spectrograph* elemental analysis, measurement of melting point, 
and the like. 

[001 5] Preferred embodiments of various definitions fallen within the scope of the present invention used herein are 
described in detail below. 

[001 6] Unless otherwise specified, the term lower" means 1 to 6 carbon atoms. Examples of the lower alkyl group 
include linear or branched alkyl groups such as a methyl group, an ethyl group, an n-propyl group, an i-propyl group, an 
n-butyl group, an i-butyl group, a sec-butyl group, a t-butyi group, an n-perrtyl group, an i-pentyl group, a sec-pentyl 
group, a t-pentyl group, a 2-methylbutyl group, an n-hexyl group, a 1 -methylpentyl group, a 2-methyIpentyl group, a 3- 
methylperrtyl group a 4-methylpentyl group, a 1 -ethylbutyl group, a 2-ethylbutyl group, a 1 , 1 -dimethylbutyl group, a 2,2- 
dimethylbutyl group, a 3,3-dimethylbutyl group, a 1-ethyl-1 -methyl propyl group, etc. An alkyl group having 1 to 3 carbon 
atoms is preferred. 

[001 7] The halogen atom includes a fluorine atom, a chlorine atom, a bromine atom, and an iodine atom. A f luorine 
atom, a chlorine atom, and a bromine atom are preferred. 

[0018] The halo-lower alkyl group means a linear or branched alkyl group having up to 8 carbon atoms, which is 
substituted with one or more halogen atoms selected from fluorine, chlorine, bromine, and iodine. A linear or branched 
alkyl group having up to 8 carbon atoms, which is substituted with one or more halogen atoms selected from fluorine, 
chlorine, and bromine is preferred. A linear or branched alkyl group having 1 to 3 carbon atoms is more preferred! 
Examples thereof include a f luoromethyl group, a drfluoromethyl group, a trif luoromethyl group, a chloromethyl group, a 
dichloromethyl group, a tricWoromethyl group, a bromomethyl group, a dibromomethyl group, a trforomomethyt group, 
a 1 -f luoroethyl group, a 1 <hloroethyl group, a 1 -bromoethyl group, a 2-f luoroethyl group, a 2-chtoroethyl group, a 2-bro- 
moethyl group, a 1 ,2<Jifluoroethyi group, a 1 ,2-dichloroethyl group, a 1 ,2-dibromoethyl group, a 2,2,2-trif luoroethyl 
group, a heptaf luoroethyl group, a 1 -f luoropropyf group, a 1 -chloropropyl group, a 1-bromopropyl group, a 2-fluoropropyl 
group, a 2-chloropropyl group, a 2-bromopropyl group, a 3-f luoropropyl group, a 3-chtoropropyl group, a 3-bromopropyl 
group, a 1 ,2-drfluoropropyl group, a 1 ,2-dichloropropyi group, a 1 ,2-dibromopropyl group, a 2,3-dif luoropropyl group, a 
2.3-dichloropropyl group, a 2,3-dibromopropyl group, a 3,3,3-trifluoropropyl group, a 2,2,3,3,3-pentaf luoropropyl group, 
a 2-f luorobutyl group, a 2-chlorobutyl group, a 2-bromobutyl group, a 4-f luorobutyl group, a 4-chkxobutyt group, a 4-bro- 
mobutyl group, a 4,4,4-trifluorobutyl group, a 2,2,3.3,4,4,4-heptafluorobutyl group, a perfluorobutyl group, a 2-fluoro- 
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pentyl group, a 2-chloropentyl group, a 2-bromopentyl group, a 5-fluoropentyl group, a 5-chlorop ntyl group, a 5- 
bromopentyl group, a perfluoropentyl group, a 2-fluorohexyi group, a 2-chlorohexyl group, a 2-bromohexyl group, a 6- 
fluorohexyl group, a 6-chlorohexyl group, a 6-bromohexyi group, a perfluorohexyl group, a 2-fluoroheptyl group, a 2- 
chloroheptyl group, a 2-bromoheptyl group, a 7-fluoroheptyl group, a 7-chloroheptyl group, a 7-bromoheptyl gr up, a 
perfluoroheptyl group, etc. 

[0019] The lower alkoxy group means a linear or branched alkyloxy group having up to 6 carbon atoms. Examples 
thereof include a methoxy group, an ethoxy group, an n-propyloxy group, an i-propyloxy group, an n-butyloxy group, an 

1- butyloxy group, a sec-butyloxy group, a t-butyloxy group, an n-pentyloxy group, an i-perrtyloxy group, a sec-pentyloxy 
group, a t-pentyloxy group, a 2-methylbutoxy group, an n-hexyloxy group, an i-hexyloxy group, a t-hexyloxy group, a sec- 
hexyloxy group, a 2-methylperrtyloxy group, a 3-methylpentyloxy group, a 1-ethylbutyloxy group, a 2-ethylbutytoxy 
group, a 1 , 1 -dimethylbutyloxy group, a 2,2-dimethylbutyloxy group, a 3,3-dimethylbutyloxy group, a 1 -ethyl-1 -methylpro- 
pyloxy group, etc. Preferred are a methoxy group, an ethoxy group, an n-propyloxy group, an i-propyloxy group, an n- 
butyloxy group, an i-butyloxy group, a sec-butyloxy group, a t-butyloxy group, etc. An alkoxy group having 1 to 3 carbon 
atoms is preferred. 

[0020] The lower cycloalkyl group means a cycloalkyl group having from 3 to 7 carbon atoms and preferably 
includes a cyclopropyl group, a cyclobutyl group, a cyclopentyl group, a cyclohexyl group, a cycloheptyl group, etc. A 
cycloalkyl group having 1 to 4 carbon atoms such as a cyclopropyl group and a cyclobutyl group is more preferred. 
[0021] The lower alkyMower cycloalkyl group means a lower cycloalkyl group described above to which the above- 
described lower alkyl group is bonded. 

[0022] Preferable examples of the lower alkenyl group include linear or branched tower alkenyl groups such as an 
ethenyl group, a 1-propenyl group, a 2-propenyl group, a 1-butenyl group, a 2-butenyl group, a 3-butenyl group, a 1,3- 
butadienyl group, a 1-pentenyl group, a 2-pentenyi group, 3-pentenyl group, a 4-pentenyl group, a 1-hexenyl group, a 2- 
hexenyl group, 3-hexenyl group, 4-hexenyl group, a 5-hexenyl group, a 1,4-methylpentenyl group, etc. 
[0023] Preferable examples of the lower alkynyl group as include linear or branched lower alkynyl groups such as 
an ethynyl group, a 1-propynyl group, a 2-propynyl group, a 1-butynyi group, a 2-butynyl group, a 3-butynyl group, a 1- 
pentynyl group, a 2-perrtynyl group, 3-pentynyl group, a 4-pentynyl group, a 2-methyl-3-butynyl group, a 1 ,1 -dimethyl-2- 
butynyl group, a 5-hexynyl group, etc. 

[0024] The saturated or unsaturated cross-linking group, which may be branched, means a substituent capable of 
serving as a cross-linking group, including a lower alkylene group, a lower alkenylene group, an oxy group, an oxy-lower 
alkyl group, a lower alkyloxy group, a carbonyl group, a lower alkenyl group, an imino group, an imino-lower alkyl group, 
a lower alkylimino group, a thto-lower alkyl group, a lower alkylthk) group, etc., which may be substituted with a lower 
alkyl group, a lower cycloalkyl group, a lower alkyl-cyctoalkyl group, an aromatic-lower alkyl group, or a heterocyclic- 
lower alkyl group. A methylene group, an ethylene group, an ethenylene group, an iminomethylene group, an N-methyl- 
iminomethylene group, etc. are preferable. 

[0025] The lower alkylamino group means a linear or branched alkylamino group having up to 6 carbon atoms. 
Examples thereof includes a methylamino group, an ethylamino group, an n-propylamino group, an i-propylamino 
group, an n-butylamino group, an i-butylamino group, a sec-butylamino group, a t-butylamino group, an n-perttylamino 
group! an i-pentylamino group, a sec-pentylamino group, a t-pentylamino group, a 2-methytoutylamino group, an n-hex- 
ylamino group, a 1 -methylpentylamino group, a 2-methylpentylamino group, a 3-methylpentylamino group, a 4-methyl- 
pentylamino group, a 1-ethylbutylamino group, a 2-ethylbutylamino group, a 3-ethylbutylamino group, a 1,1- 
dimethylbutylamino group, a 2,2-dimethylbutylamino group, a 3,3-dimethylbutylamino group, a 1 -ethyl- 1-methylpro- 
pylamino group, etc. Preferable examples are a lower alkylamino group having 1 to 4 carbon atoms, including a meth- 
ylamino group, an ethylamino group, an n-propylamino group, an i-propylamino group, an n-butylamino group, an i- 
butylamino group, a sec-butylamino group, and a t-butylamino group 

[0026] The lower alkanesulfonyl group means a linear or branched alkanesulfonyl group whose alkyl moiety has up 
to 6 carbon atoms. Examples includes a methanesulfonyl group, an ethanesutfonyl group, a 1-propanesulfonyl group, a 

2- propanesulfbnyl group, a 1-butanesurfonyl group, a 2-butanesulfonyl group, a 1,1-dimethylethanesulfonyl group, a 1- 
(2-methylpropane)sulfonyl group, a n-pentanesulfonyl group, a 2-pentanesulfonyl group, a 3-pentanesuHonyl group, a 
1-(3-methylbutane)suHbnyl group, a 1,1-dimethylpropanesulfbnyl group, a 1 -hexanesulfonyi group, a 2-hexanesulfonyl 
group, a 3-hexanesuKonyl group, a 1-(2-methylpentane)sulfonyl group, a 1-(3-methylperTtane)sulfonyl group, a 1-(4- 
methylpentane)suHonyl group, a 2-ethylbuthanesulfonyl group, a 3-ethylbutanesuifonyl group, a 1,1-dimethylbutanesul- 
fonyl group, a 2,2-dimethylbutanesulfonyl group, a 3.3-dimethylbutanensuHonyl group, a 1 -ethyl-1 -methylpropanesurfo- 
nyl group, etc. An alkylsutfonyl group having 1 to 4 carbon atoms is preferred. 

[0027] The 5- or 6-membered aromatic group is an aromatic group including, for example, a cyclopentadienyl 
group, a pyrrolyl group, a pyrazolyl group, an imidazolyl group, a phenyl group, a pyridyl group, a pyrimidinyi group, a 
pyridazinyi group, an furyl group, a pyranyl group, a triazolyl group, a tetrazolyl group, a thiophenyl group, etc. 
[0028] The aromatic group means an aryl group or a heterocyclic aromatic group. The aryl group used herein 
means that having 6 to 1 0 carbon atoms. Examples thereof include a ph nyl group, a naphthyl group, etc., and the term 
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"naphthyl" used h rein includes a 1 -naphthyl group and a 2-naphthyl group The heterocyclic aromatic ring means an 
unsaturated mono- or polycyclic hetero ring containing at least one hetero atom such as an oxygen atom, a sulfur atom, 
or a nitrogen atom. Examples of the heterocyclic aromatic ring include a pyrrolyl group, an imidazolyl group, a furyl 
group, a thienyl group, a thiazolyl group, a pyridyl group, a benzimidazolyl gr up, a benzofuryl group, an indolyl group, 
a benzothienyl group, a quinolyl group, an isoquinolyl group, a thiophenyl group, a furanyl group, etc. H may contain any 
substituents of the above-mentioned groups such as a halogen atom, a lower alkyl group, a cyano group, a nitro group, 
a trrf luoromethyl group, a phenyl group, a halophenyl group, a heterocyclic group, a halo-heterocyclic group, etc. on its 
benzene or naphthalene ring. The position of the hetero atom in the aromatic ring is not particularly limited. 
[0029] The aromatic-lower alkyl group means the above-described lower alkyl group bonded to the aromatic group 
described above. Examples thereof include a benzyl group, a 1-phenylethyl group, a 2-phenylethyl group, a phenytpro- 
pyl group, a phenylbutyl group, a phenylpentyl group, a phenylhexyl group, a naphthylmethyl group, a naphthylethyl 
group, a naphthylpropyl group, a naphthylbutyl group, a naphthylpentyl group, a naphthylhexyl group, a pyridylmethyl 
group, a pyridylethyl group, a quinolylmethyl group, isoquinolylmethyl group, a furanylmethyl group, etc.. which may 
have one or more substituents on its aromatic ring; the substituents are the same as those descrtoed for the aromatic 
group. 

[0030] The aromatic-sulfonyl group includes suHonyl groups bonded to the above<iescribed aromatic ring. Exam- 
ples are a benzenesulfonyl group, a toluenesulfonyl group, naphthalenesulfonyl group, etc. 

[0031] The heterocyclic group includes, for example, a pyridyl group, a quinolyl group, an isoquinolyl group, a thia- 
zolyl group, a thiadiazolyl group, a benzofuranyl group, a dibenzofuranyl group, a thianaphthalenyl group, a 1H-1,2,3- 
triazolyl group, a 1 ,2,4-triazolyl group, a tetrazolyl group, a furyl group, a thienyl group, a pyrrolyl group, an imidazolyl 
group, a pyrimidinyl group, an indolyl group, a benzimidazolyl group, etc. These heterocyclic group may optionally be 
substituted by one or more substituents including halogen atoms and lower alkyl groups as those descrtoed above, and 
the substituted heterocyclic group includes, for example, a haloisoquinolyl group and a methylisoquinolyl group. 
[0032] The halo-heterocyclic group means the above-described heterocyclic group bonded to the halogen atom 
described above. 

[0033] The heterocyclic lower alkyl group means a lower alkyl group described above substituted by a heterocyclic 
group described above, including a pyridylmethyl group, etc. The halo-heterocyclic lower alkyl group is a heterocyclic 
lower alkyl group described above whose heterocyclic moiety is substituted with one or more halogens. 
[0034] The term "pyridyl" used herein includes 2-pyridyl, 3-pyridyl, and 4-pyridyl, and its bonding position is not par- 
ticularly limited. The bonding positions of the other heterocyclic groups are not also particularly limited. 
[0035] A suitable heterocyclic group means a saturated or unsaturated mono- or polycyclic hetero ring containing 
at least one hetero atom such as an oxygen atom, a sulfur atom, a nitrogen atom, etc. 
[0036] More preferable examples thereof include the following heterocyclic groups: 

• 7- to 12-membered, preferably 9- a 10-membered unsaturated condensed heterocyclic group (preferably bicyclic 
group) having 1 to 5 nitrogen atoms, such as indolyl, isoindolyl, indolidinyl, benzimidazolyl, quinolyl, isoquinolyl, 
indazolyl. benzotriazolyl, tetrazolopyridyl, tetrazolopyridazinyl (e.g. tetrazolo[1 ,5-b]pyridazirYyl, etc.), dihydrotriazol- 
opyridazinyl, or the like; 

• 7- to 12-membered, preferably 9- or 10-membered unsaturated condensed heterocyclic group (preferably bicyclic 
group) having 1 to 3 sulfur atoms or S.S-dioxide thereof, such as dithianaphthalenyl (e.g. 4H-1,3-dithianaphthale- 
nyl, 1,4-dithianaphthalenyl. etc.). benzothicphenyl or S.S<lioxide thereof (e.g. benzofajthiophenyl or S,S-diaxkte 
thereof, benzo[b]thiophenyl or S.S-diaxide thereof, etc.), or the like; 

• 3- to 8-membered, preferably 5- or 6-membered unsaturated hetero monocyclic group having 1 to 4 nitrogen 
atoms, such as pyrrolyl, pyrrolinyl, imidazolyl, pyrazolyl, pyridyl and its N-oocide, pyrimidyl, pyrazinyl, pyridazinyl, tri- 
azolyl (e.g. 4H-1,2,4-triazolyl. 1H-1,2.3-triazolyl, 2H-1,2,3-triazolyl, etc.). tetrazolyl (e.g., 1 H-tetrazolyl, 2H-tetra- 
zolyl, etc.), dihydrotriazinyl (e.g. 4,5^ihydrc-1,2,4-triazinyl, 2,5-dihydro-1,2,4-triazinyl, etc.), or the like; 

• 3- to 8-membered, preferably 5- a 6-membered saturated hetero monocyclic group having 1 to 4 nitrogen atoms, 
such as azetydinyl, pyrrolidinyl, imidazolydinyl, piperidinyl, pyrazolydinyl, piperadinyl, or the like; 

• 7- to 12-membered, preferably 9- or 10-membered unsaturated condensed heterocyclic group (preferably bicyclic 
group) having 1 to 2 oxygen atoms and 1 to 3 nitrogen atoms, such as benzaxazolyl, benzoxadiazolyi, or the like; 

• 3- to 8-membered, preferably 5- or 6-membered unsaturated hetero monocyclic group having 1 to 2 oxygen atoms 
and 1 to 3 nitrogen atoms, such as oxazolyl, isooxazolyl, oxadiazolyl (e.g. 1,2,4-oxadiazolyl, 1,3,4-oxadiazolyi, 
1 ,2,5-oxadiazolyl, etc.), or the like; 

3- to 8-membered. preferably 5- or 6-membered saturated hetero monocyclic group having 1 to 2 oxygen atoms 
and 1 to 3 nitrogen atoms, such as morpholinyl or the like; 

7- to 12-membered, preferably 9- or 10-membered unsaturated condensed heterocyclic group (preferably bicyclic 
group) having 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms, such as benzothiazolyl, benzothiadiazolyl, or the like; 
3- to 8-membered, preferably 5- or 6-membered unsaturated hetero monocyclic group having 1 to 2 sulfur atoms 
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and 1 to 3 nitrogen atoms, such as thiazolyl, 1 ,2-thiazolyl, thiadiazolyl (e.g., 1,2,4-thiadiazolyl, 1,3,4-thiadiazolyl, 
1,2,5-thiadiazolyl, 1 ,2,3-thiadiazolyl, etc.), or the like; 

• 3- to 8-membered, preferably 5- or 6-membered saturated hetero monocyclic group having 1 to 2 sulfur atoms and 
1 to 3 nitrogen atoms, such as thiazplydirryl, or the fik ; 

• 3- to 8-membered, preferably 5- or 6-membered unsaturated hetero monocyclic group having one sulfur atom, 
such as thienyl, or the like. 

c 

[0037] Suitable "esterrfied carboxyl groups" are exemplified below. 

[0038] The suitable ester portion of the esterrfied carboxyl group includes a lower alkyl ester ( e.g., methyl ester, 
ethyl ester, propyl ester, isopropyl ester, butyl ester, isobutyl ester, tertiary butyl ester, pentyl ester, hexyl ester, etc.), 
which may have at least one appropriate substituent Examples of the substituted lower alkyl ester includes a lower 
alkanoyloxy(lower)atkyl ester (e.g., acetoxymethyl ester, propionyloxymethyl ester, butyryloxymethyl ester, valeryl- 
oxymethyl ester, pivaloyloxymethyl ester, hexanoyloxy methyl ester, 1-(or 2-)acetoxyethyl ester, 1-(2-, or 3-)acetoxypro- 
pyl ester, 1-{2-, 3- or 4-)acetoxybutyl ester, 1-(or 2-)propionyloxyethyl ester, 1-(2-, or 3-)propionyloxypropyl ester, 1-(or 
2-)butyryloxyethyl ester, 1(or 2-)isobutyryloxyethyl ester, 1-(or 2-)pivaloyloxyethyl ester, 1-(or 2-)hexanoyloxyethyl ester, 
isobutyryloxymethyl ester, 2-ethylbutyryloxymethyl ester, 3,3-dimethylbutyryloxymethyl ester, 1-(or 2-)pentanoyloxye- 
thyl ester, etc.), a lower alkanesulfonyl(lower)alkyl ester (e.g., 2-mesylethyl ester, etc.), a mono(di or tri)halo(lower)alkyl 
ester (e.g., 2-iodoethyl ester, 2,2,2-trichloroethyl ester, etc.), a lower alkoxy<?arbonyloxy(lower)alkyl ester (e.g., methox- 
ycarbonyloxymethyl ester, ethoxycarbonyloxymethyl ester, propoxycarbonyloxymethyl ester, tertiarybutoxycarbony- 
loxymethyl ester, 1-(or 2-)methoxycarbonyloxyethyl ester, 1-(or 2-)ethoxycarbonyloxyethyl ester, or 1-(or 2- 
)isopropoxycarbonyloxyethyl ester, etc.), a phthalizilidene(lower)alkyl ester, and a (5-lower alkyl-2-oxo-1 ,3-dioxol-4-yl) 
(lower)alkyl ester (e.g., (5-methyl-2-oxo-1,3-dioxol-4-y])methyl ester, (5-ethyl-2K)xo-1,3-dioxol-4-yl)methyl ester, (5-pro- 
pyl-2-oxo-1,3-dioxol-4-yl)ethyl ester, etc.). Other examples of the ester portion include a lower alkenyl ester (e.g., vinyl 
ester , allyl ester, etc.); a lower alkynyl ester (e.g., ethynyl ester, propinyl ester, etc.); an ar(lower)alkyl ester which may 
have at least one appropriate substituent (e.g., benzyl ester, 4-methoxybenzyl ester, 4-nitrobenzyl ester, phenethyl 
ester, trityl ester, benzhydryl ester, bis(methoxyphenyl) methyl ester, 3,4-dimethoxybenzyl ester, 4-hydroxy-3,5-di-terti- 
ary-butylbenzyi ester, etc.); an aromatic ester which may have at least one appropriate substituent (e.g., phenyl ester, 
4-chlorophenyl ester, tolyl ester, tertiary-butylphenyl ester, xylyl ester, mesityl ester, cumenyl ester, etc.); a phthalidyl 
ester; etc. 

[0039] Preferable examples of the carboxyl group protected by esterif ication include lower alkoxycarbonyl and phe- 
nyl(or nrtrophenyl)(C r C 4 )alkoxycarbonyl. Methoxycarbonyl, ethoxycarbonyl, and benzyloxycarbonyl are most pre- 
ferred. 

[0040] Suitable amidated carboxyl groups include the following: 
a carbamoyl group; 

a mono- or di-lower alkyl carbamoyl group (examples of the lower alkyl group are described above) (e.g., methyl- 
carbamoyl, dimethylcarbamoyl, isopropylcarbamoyl, n-butylcarbamoyl, t-butylcarbamoyl, N-methyl-N-(pyridylme- 
thyl)carbamoyl, etc.); 

an aryl(lower alkyl)carbamoyl group (examples of the aryl group and the lower alkyl group are described above) 
(e.g., benzylcarbamoyl, 3,4-methylenedioxybenzylcarbamoyl, diaminobenzylcarbamoyl, phenethylcarbamoyl, 
etc.); 

a cycloflower alkyl)carbamoyl group having 3 to 7 carbon atoms (examples of the cyclo lower alkyl group are 
described above ) (e.g., cyclopropylcarbamoyl, cyclobutylcarbamoyl, cyclcpentylcarbarnoyl, cyclohexylcarbamoyl, 
etc.); 

an arylcarbamoyl group (examples of the aryl group are described above) (e.g., phenylcarbamoyl, naphthylcar- 
bamoyl, etc.); 

a heterocyclic carbamoyl group (examples of the heterocyclic group are described above) (e.g., thiazolylcarbamoyl, 
thiadiazolytearbamoyl, pyridylcarbamoyl, triazolylcarbamoyl, tetrazolylcarbamoyl, N-methyl-N-pyridinecarbarnoyl, 
morpholinocarbanooyl, etc.); 

a heterocyclic(lower alkyl)carbamoyl group (examples of the heterocyclic lower alkyl group are described above) 
(e.g., moipholinoethylcarbamoyl, pyridylmethylcarbamoyl, methylenedioxybenzylcarbamoyl, etc.); 
an N-di-substituted carbamoyl group which contains a nitrogen atom as a member of a nitrogen-containing hetero- 
cyclic ring (e.g., morpholinocarbonyl, thiomorpholinocarbonyl, 1-perhydrc>azepinylcarbonyl ( 1,1-diaxothiazolydine- 
carbonyl, piperidinocarbonyl, 1-piperazinylcarbonyl, 4-(2-hydroxyethyl)-1 -piperazinylcarbonyl, 4-methyl-1 - 
piperazinylcarbonyl, carboxypyrrolidinocarbonyl, etc.); a substituted suHonylcarbomoyl group; etc. 

[0041 ] The substituent of the substituted sulfonylcarbamoyl group includes the above-described groups such as the 
alkyl group having carbon atoms up to 20, the alkenyl group, the halo lower alkyl group, the aryl low r alkyl group, the 
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hydroxy-lower alkyl group, the tri(lower alkyl)silyl(low r alkyl) group, the lower alkoxy-lower alkyt group, the lower 
alkylthio-lower alkyl group, the heterocyclic group, the aryl group, and the like. The aryl group may be substituted with 
the above-described halogen atom, the lower alkyl group, the halo lower alkyl group, the lower alkcocy group, the nitro 
group, or the like. Specific examples of the substituted suHonylcarbamoyl group include naphthal nesutfonyl carbamoyl, 
benzenesulfonylcarbamoyl, nitrobenzenesulfonylcarbamoyl, trihalobenzenesulfonylcarbamoyl, lower alkoxybenze^ 
nesulfonylcarbamoyl, halobenzenesulfonylcarbamoyl, mono- or di-(lower alkyl)benzenesulfonylcarbamoyl. alkanesulfo- 
nylcarbamoyl having 1 to 20 carbon atoms (e.g., 2,2-dimethylethanesulfonylcarbamoyl. butanesuffonyl carbamoyl, 
propanesulfonylcarbamoyl, isopropanesulfonylcarbamoyl, ethanesuHbnylcarbamoyl, methanesulfonyl carbamoyl, 
octanesulfbnylcarbamoyl, pentanesulfonylcarbamoyl, isopentanesulfonylcarbamoy), hexanesulfonytearbamoyl, etc.)! 
trihalo(lower)alkanesulfonylcait)amoyl (e.g., trifluoromethanesulfonylcarbamoyl, etc.), phenyl(lower)alkanesuHbny!car- 
bamoyl, tri(lower)alkanesulfonylcarbamoyl, lower alkylthio(lower) alkanesulfonylcarbamoyl, lower 
alkoxy(kwer)alkanesulfonylcarbamoyl, quinolinesulfbnylcarbamoyl, hydroxy(lower)aikanesulfor»ylcarbamoyl (e.g., 2- 
hydroxybutanesulfonylcarbamoyl, 34iydroxybutanesulfonylcarbamoyl, 2-hydroxypertanesulfonylcarbamoyl, etc.), alke- 
nesulfonylcarbamoyl (e.g., ethenesulfonycarbamoyl, 1 -pentenesuHbnylcarbamoyl, etc.), and heterocyclic suHonylcar- 
bamoyl (e.g., 2-thiophenesulfbnylcarbamoyl, 8-quinolinesufonylcarbamoyl, etc.). 

[0042] The acylamino group means an amino group bonded to an acyl group. Preferred examples of the acyl moi- 
ety include an aliphatic acyl group, an aromatic acyl group, a heterocyclic acyl group, and an aliphatic acyl group sub- 
stituted with an aromatic group or a heterocyclic group. These are derived from an acid such as carboxylic acid, 
carbonic acid, sulfonic acid carbamic acid, etc. 

[0043] Examples of this aliphatic acyl include a saturated or unsaturated, cyclic or non-cyclic aliphatic acyl group, 
including alkanoyl including lower alkanoyl (e.g., formyl, acetyl, propionyl, butyryl, isobutyryl. valeryl, isovaleryl pivaloyl! 
hexanoyl, etc.); alkanesufonyl including lower alkanesulfonyl (e.g., mesyl, ethanesufonyi, propanesulfonyl, isopro- 
panesuHbnyl, butanesulfonyl, isobutanesulfonyl, n-pentanesulfonyl, hexanesuHbnyl, etc.); carbamoyl; N-alkylcarbamoyl 
(e.g., methylcarbamoyl, ethylcarbamoyl, etc.); alkoxycarbonyl including lower alkoxycarbonyl (e.g., methoxycarbonyl, 
ethoxycarbonyl, propoxycarbonyl, butoxycarbonyl, tertiary butoxycarbonyl, etc.); alkenyloxycarbonyl including lower 
alkenyloxycarbonyl (e.g., vinyloxycarbonyl, allyloxycarbonyl, etc.); alkenoyl including lower alkenoyl (e.g., acryloyl, 
methacryloyl, crotonoyl, etc.); cycloloaJkanecarbonyl including cyclo(lower)alkanecarbonyl (e.g., cyclopropanecarbonyl, 
cyclopentanecarbonyl, cyclohexanecarbonyl, etc.). 

[0044] Examples of the aromatic acyl include C 6 -C 10 aroyl (e.g. benzoyl, toluoyl, xyloyl, etc.), N-(C 6 -C 10 )aromatic- 
carbamoyl (e.g., N-phenylcarbamoyl, N-toiylcarbamoyl, N-naphthylcarbamoyl, etc.), C 6 -C 10 arenesulfonyl (e.g., benze- 
nesulfonyl, tosyl. etc.), and the like. 

[0045] Examples of the heterocyclic acyl include heterocyclic carbonyl, heterocyclic(lower)alkanoyf (e.g., heterocy- 
clic acetyl, heterocyclic propanoyl, heterocyclic butanoyl, heterocyclic pentanoyl, heterocyclic hexanoyl, etc.), heterocy- 
clic(lower)alkenoyl (e.g., heterocyclic propenoyl, heterocyclic butenoyl. heterocyclic pentenoyl, heterocyclic hexenoyl, 
etc.), heterocyclic glyoxyloyl, heterocyclic sulfinyl, heterocyclic sulfbnyl, etc. 

[0046] The aliphatic acyl substituted with aromatic groups includes aralkoxycarbonyl such as phenyl(lower)alkDxy- 
carbonyl (e.g., benzyloxycarbonyl, phenethyloxycarbonyl, etc.). 

[0047] These acyl groups may be substituted with one or more appropriate substituents, such as a nitro group. An 
example of preferable acyl is nitroaralkoxycarbonyl (e.g., nitrobenzyloxy carbonyl, etc.). 

[0048] Preferred salts of the aromatic ring derivatives of the present invention are non-toxic, usually used pharma- 
ceutically acceptable salts. Examples thereof include salts with inorganic bases such as salts with alkaline metals (e.g., 
sodium, potassium), alkaline earth metals (e.g., calcium, magnesium), ammonium, etc.; salts with organic amines (e.g.! 
triethylamine, pyridine, picoline, ethanolamine, triethanolamine, dicyclohexylamine, N.N'-dibenzylethylenediamine! 
etc.); salts with inorganic acids (e.g., hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, etc.); salts with 
organic carboxylic acids (e.g., formic acid, acetic acid, trifluoroacetic acid, maleic acid, tartaric acid, etc.); salts with sul- 
fonic acids (e.g., methanesuHbnic acid, benzenesulfonic acid, p-toluenesulfonic acid, etc.); salts with bases as well as 
acid-addition salts with basic or acidic amino acids (e.g., arginine, aspartic acid, glutamic acid, etc.); etc. 
[0049] The compounds of the present invention can contain one or more chiral centers and can thus be enarrtiom- 
ers or diastereomers, Some of the compounds containing the alkenyl group can be cis-or trans- isomers. In both cases, 
the respective isomers and their mixtures are within the scope of this invention. 

[0050] The compounds of the present invention can also exist as tautomers, and individual of such tautmers and 
the mixture thereof are within the scope of this invention. 

[0051 ] The compounds of the present invention and their salts can be solvates, which are also within the invention. 
A preferable solvent for the solvates is water or ethanol. 

[0052] Specific examples of the aromatic ring derivatives of formula (III) include N-(n-pentanesuHonyl)-4-amino-3- 

(2,4<iichlorobenzylamino)benzamide, 4-amino-3-(N-methyl-2,4-dichlorob^ 

mid , 4-(ac tylamino)-3-((N-methyl)-2,4<lichlorobenzylamin )-(N-(n-pentanesulfony1))benzarrtd , etc. 

[0053] Specific examples of the aromatic ring derivatives of formula (IV) include (E)-N-(n-pentanesulfonyl)-2-(4- 
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phenylphenyl)ethenylpyridine-4-carboxyamide, etc. 

[0054] Specific examples of the aromatic ring derivatives of formula (V) include (E)-3-(4-bromo-1 -(2,4-dichloroben- 
Z yl)-2-methyIimida20l-5-yl)-N-(n-pentanesuHonyl)-2-propenamide, (E)-3-(1-(2,4-dichlorobenzyl)-2-methy1-imida2ol-5- 
yl)-N-(n-pentanesulfonyl).2-propenamide, (E)-3-(4-chloro-1-(2,4<lichlorobenzyl).2-methylimidazd-5-yl)-N-(n-pen- 
tanesulfonyl)-2-propenamide, (E)-3-(4-chlc*o-1-(2,4-dichlorc^ 
penamide (E)-3-(1-(2,4<iichlarobenzyl)-2-me^ 

(1 -(2 4<lichlorctenzy1)-2-methyl-4^ ( E )" 3 "( 1 -(2,4-dichloroben- 

zyl)i-methy1imida20l-4-yl))-N-(n-pentanesulfonyl)-2-propenamide, (E)-3-(1-(2,4-dichlorobenzyl)-2-methylimidazol-5- 
y l)-N-(n-pentanesurfonyl)-2-((thio^^ (E)-2-benzyl-3-(1-(2,4KJichlorobenzyl)-2-methyhm- 
idazol-5-yl)-N-(n-pentanesurfonyl)-2-propenamide, etc. 

[00551 Specific examples of the aromatic ring derivatives of formula (VI) include 3-{1 -(2,4-dtchlorobenzyl)-2-meth- 
ylimidazol-5-yl)-N-(n-pentanesurfonyl) propionamide, (E)-3-(1-(2,4<iichlorc)benzyl)-2-methylimidazol-4-yl))-N-(n-pen- 
tanesulfonyl) proptonamide, etc. 

[0056] The aromatic ring derivatives and their pharmaceutical^ acceptable salts of the present invention are effec- 
tive for preventing and treating various disorders such as impaired glucose tolerance, diabetes (type II diabetes), dia- 
betic complications (e.g., diabetic gangrene, diabetic arthropathy, diabetic osteopenia, diabetic glomerulosclerosis, 
diabetic nephropathy, diabetic dermatopathy, diabetic neuropathy, diabetic cataract diabetic retinopathy, etc.), syn- 
drome of insulin resistance (e.g., insulin receptor disorders, Rabson-Mendenhall syndrome, leprechaunism, Kobber- 
ling-Dunnigan syndrome, Seip syndrome. Lawrence syndrome, Cushing syndrome, acromegaly, etc.). polycystic ovary 
syndrome, hyperlipemia, atherosclerosis, cardiovascular disorders (e.g., stenocardia, cardiac failure, etc.), hypergly- 
cemia (e.g., those characterized by abnormal saccharometabolism such as feeding disorders, etc.), and hypertension, 
based on their Wood sugar level-depressing activity; stenocardia, hypertension, pulmonary hypertension, congestive 
heart failure, glomerulopathy (e.g., diabetic glomerulosclerosis, etc.), tubulointerstitial disorders (e.g., renopathy 
induced by FK506, cyclosporin, etc.), renal failure, atherosclerosis, angiostenosis (e.g. ( after percutaneous angio- 
plasty) distal angiopathy, cerebral apoplexy, chronic reversible obstructions (e.g., bronchitis, asthma (chronic asthma, 
allergic asthma), etc.), autoimmune diseases, allergic rhinitis, urticaria, glaucoma, diseases characterized by entero- 
motility disorders (e.g., hypersensitive enteropathy syndrome, etc.), impotence (e.g., organic impotence, psychic impo- 
tence etc.), and diabetic corrplications (e.g., diabetic gangrene, diabetic arthropathy, diabetic osteopenia, diabetic 
glomerulosclerosis, diabetic nephropathy, diabetic dermatopathy, diabetic neuropathy, diabetic cataract, diabetic retin- 
opathy etc ) nephritis, cachexia (e.g., progressive weight loss due to lipolysis. myolysis, anemia, edema, anorexia etc., 
in chronic diseases including cancer, tuberculosis, endocrinopathy, AIDS, etc.), pancreatitis, and restenosis after 
PTCA, based on their cGMP-PDE (especially PDE-V)-inhibrting activity, smooth muscle relaxing activity, bronchodilat- 
ing activity, vasodilating activity, smooth muscle cell suppressing activity, antiallergic activity, and the like. 
[0057] The aromatic ring derivatives of the present invention can be formulated into conventional dosage forms for 
pharmaceutical compositions as an active ingredient together with pharmaceutically acceptable carriers, such as 
organic or inorganic solid or liquid vehicles, suitable for oral administration, parenteral administration or external appli- 
cation to be used for treating diseases or disorders as described above. The pharmaceutical compositions can be of 
any solid form such as tablets, granules, powders, capsules, etc., or of any liquid form such as solutions, suspensions, 
syrups, emulsions, lemonades, etc. 

[0058] If desired, the pharmaceutical compositions can further contain an auxiliary, a stabilizer, a wetting agent, 
and other usually used additives such as lactose, citric acid, tartaric acid, stearic acid, magnesium stearate, terra alba, 
sucrose, corn starch, talc, gelatin, agar, pectin, peanut oil, olive oil, cacao butter, ethylene glycol, etc. 
[0059] The dose of the derivative of the present may vary depending on the age and the condition of patients, the 
type and the condition of diseases, and the type of the derivative to be used. In general, the derivative is administered 
to a patient at a dose of from 1 to 100 mg/kg for oral administration and from 0.1 to 10 mg/kg for intramuscular injection 
or intravenous injection, once to four times a day. 

Brief Description of the Drawings 
[0060] 

Figure 1 shows chemical formulae of compounds (31) to (36). 
Figure 2 shows chemical formulae of compounds (37) to (43). 
Figure 3 shows chemical formulae of compounds (44) and (45). 
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Best Mode for Carrying out the Invention 
Production Example 1 

Production of N-(n-pentanesulfonvn-3-facetvlaminoV4-nltrobenzamide 

[0061] N.N'-carbonyldiimidazole (65.09 g) was added all at once to a solution (200 ml) of N,N-<limethylformamide 
containing 3-acetylamino-4-nrtrobenzoic acid (60.22 g), and the reaction mixture was stirred at room temperature for 1 
hour. 1-pentanesulfonamide (60.72 g) and 1 ,8<Jiazabicycle[5.4.0] undec-7-ene (61.12 g) were added thereto, and the 
mixture was stirred at 1 00°C for 1 6 hours. The solvent was evaporated at 90°C under reduced pressure using a vacuum 
pump. Chloroform and water were added to the resulting residue, and the pH of the aqueous layer was adjusted to 4 
with diluted hydrochloric acid with stirring. The organic layer was separated, dried over sodium sulfate, and then con- 
centrated to yield partially purified N-(n-pentanesulfonyl)-3-(acetylamino)-4-nitroben2amide. The product was used 
immediately in the next reaction step. 

Production Example 2 

Production of N-(rvpentanesulfonvn-3-amino-4-nitrobenzamide 

[0062] The above partially purified product of N-(niDentanesulfonyl)-3-(acetylamino)-4-nitr<)benzaniide was mixed 
with 300 ml of water and 500 ml of ethanol. Two-hundred grams of a 10%-sodium hydroxide aqueous solution were 
added thereto, and the mixture was stirred at 45 to 50°C for 6 hours. The solvent (approx. 300 ml) was evaporated under 
reduced pressure. The resulting residue was neutralized with 10% hydrochloric acid aqueous solution and adjusted to 
pH 2 with diluted hydrochloric acid. The precipitated crystals were collected by filtration and dried to give 85.0 g of yel- 
low crystals of N-(n-pentanesulfonyl)-3-amino-4-nitrobenzamide. 

Properties of the compound: 

[0063] 

1 H-NMR (DMSOd6, 8 ppm): 0.84(3H, t. J=7.5Hz), 1.27(2H, m), 1.36(2H. m), 1.68(2H f m), 3.48(2H, t, J=6.0Hz), 
6.99(1H, dd. J=1.5and 9.0Hz), 7.40-7.60(2H, brs), 7.50(1H, d. J=1.5Hz), 8.03(1H, d. J=9.0Hz), 12.0-13.0(1H, brs). 

Production Example 3 

Production of N-fn-Derrtanesufonvn-3-f2 ,4 dichlorobenzvlaminoM-nrtrobenzamide 

[0064] N-(n-pentanesulfonyl)-3-amino-4-nitrobenzamide (85.0 g) was mixed with 2,4-dichrolobenzyl chloride 
(105.4 g), sodium iodide (20.0 g), potassium carbonate (1 13.3 g), and methanol (120 ml). The mixture was stirred at 
60°C for 24 hours. After 105.4 g of 2,4-dichlorobenzyl chloride was added, the mixture was stirred at 60°C for another 
24 hour. Another 1 05.4 g of 2,4-dichlorobenzyl chloride was added, and the mixture was continued to be stirred at 60°C 
for 30 hours. The mixture was then cooled down, and 500 ml of ethyl acetate and 500 ml of a saturated sodium hydro- 
gen aqueous solution with carbonate were added to the mixture. The mixed solution was stirred, and the resulting crys- 
tals precipitated were filtrated. The filtrate was separated into aqueous and organic layers, and the organic layer was 
concentrated to yield crystals. All the crystals were combined together, and washed with water and ethyl acetate to give 
66.6 g of orange crystals of N-(n-pentanesulfonyl)-3-(2,4<JicW 

Properties of the compound: 

[0065] 

1 H-NMR (DMSO-d6. 5ppm): 0.84(3H. t. J=7.5Hz), 1.15-1.30(4H, m), 1.40-1.60(2H, m), 2.94(2H ( t, J=7.5Hz),4.66 
(2H, d, J=6.0Hz) ( 7.22(1 H, dd, J=1.5 and 8.5Hz), 7.27(1H, d, J=1.5Hz), 7.30(1H, d f J=8.5Hz), 7.37(1H, dd, J=2.0 
and 8.5Hz), 7.65(1 H, d, J=2.0Hz), 8.04(1 H, d. J=8.5Hz), 8.58(1 H, t, J=6.0Hz). 11. 32(1 H t brs). 
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Example 1 

S ynthesis of N-(n-pentanesulfonvl)-4-amino-3-(2,4-dichlor^^ (31) 

[0066] N-(ni3entanesul1onyO-3^2 P 4<lichlorobenzylamino)-4-nitrobenzamW (38.9 g) was mixed with 200 ml of tet- 
rahydrofuran, 200 ml of ethanol and 800 ml of water. Sodium hydrosulfrte (214.2 g) was added all at once to the mixture 
with stirring. Immediately, the mixture was placed on an oil bath at 90°C and ref luxed for 40 minutes. The mixture was 
then cooled down and separated into aqueous and organic layers. The organic layer was concentrated, and water was 
added to the resulting residue. The precipitate thus formed was separated by filtration, and washed subsequently with 
water and ethyl acetate. Ethanol (520 ml) was added to the resulting solid, and the mixture was ref luxed at 100°C to 
dissolve the solid conpletely. Water (230 ml) was added to the heated solution, and the mixture was cooled with stirring 
for 1 hour. The resulting crystals were separated through filtration, washed with a solution of ethanol/water (7:3) and 
dried to give pale-yellow crystals (19.9 g) of N-(n-pentanesulfonyl)-4-amino-3-(2,4-dicM^ 
(31). 

Properties of compound (31): 
[0067] 

1 H-NMR(DMSCkJ6, 6ppm): 0.81 (3H, t, J=7.3Hz), 1.24(2H, m), 1.32(2H, m), 1.62(2H, m), 3.40(2H, m), 4.38(2H, d, 
J=5.8Hz), 5.32(1 H, t, J=5.8Hz), 5.59(2H, brs), 6.56(1 H, d, J=8.2Hz), 6.85(1 H, d, J=1.8Hz), 7.20(1 H, dd, J=8.2 and 
1.8Hz), 7.36(1 H, d, J=8.5Hz), 7.39(1 H, dd, J=8.5and 2.1Hz), 7.63(1 H, d, J=1.8Hz), 11. 32(1 H, brs). 
IR(Nujol): 1661cm" 1 . 
mp: 180-182°C. 

Production Example 4 

Production of a-fN-methvl-2 4<lic^lc<or^zvlarninoM-nitrobenzQic acid 

[0068] A solution of 10 ml N,N-dimethyHormamide containing 3-fluoro-4-nrtrobenzoic acid (1.00 g), N-methyl-2,4- 
dichlorobenzylamine (1.54 g) and sodium carbonate (1.15 g) was stirred at 100°C for 14 hours. The reaction mixture 
was extracted using water and ethyl acetate with stirring. The organic layer was separated and concentrated, and then 
methanol was added to the resulting residue. After removal of an insoluble material, the solvent was evaporated. The 
resulting residue was purified by silica-gel column chromatography to give 0.85 g of 3-(N-methyl-2,4-dichloroben- 
zylamino)-4-nitrobenzoic acid. 

Properties of the compound: 

[0069] 

1 H-NMR(DMSOd6, 6 ppm): 2.75(3H, s), 4.42(2H, s), 7.39(1 H, d, J=8.4Hz), 7.43(1 H, dd, J=8.4 and 2.0Hz), 
7.46(1 H, dd, J=8.4 and 1.4Hz), 7.63(1 H, d, J=2.0Hz), 7.68(1 H, d, J=1.4Hz), 7.77(1 H, d, J=8.4Hz). 

Production Examples 

Production of |sl-fn-pentanesuHbnvlV3-(N-m P!thY-2 4-dichlorobenzvlamino)-4-nitroben^amide 

[0070] N,N'-carbonyldiimidazole (0.776 g) was added to a mixture of 0.85 g of 3-(N-methyl-2,4-dichloroben- 
zylamino)-4-nitrobenzoic acid and 10 ml N,N-dimethyHormamide at room temperature, and the mixture was stirred for 
1 hour. 1-Pentanesurfbnamide (0.724 g) and 1,8-diazabicyclo[5.4.0]undec-7-ene (0.729 g) were then added thereto, 
and the resulting mixture was stirred at 100°C for 21 hours. The mixture was concentrated, and the resulting residue 
was dissolved in ethyl acetate. The organic layer was washed with water, concentrated, and purified by silica-gel col- 
umn chromatography (eluent: a mixture of hexane and ethyl acetate at a ratio of 1 :1 to 0:1). The desired fractions were 
collected and concentrated. The concentrate was re-dissolved in ethyl acetate, washed twice with diluted hydrochloric 
acid and subsequently with a solution of sodium hydrogen carbonate. The organic layer was dried and concentrated to 
give 0.605 g of N-(ni>emanesutfonyl)-3-(N-rr^ This product was used 

immediately in the next reaction step. 
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Example 2 

Synthesis of 4-amino-3-(N-methvl-24^ic hto (321 

s [0071 ] Four milliliters of ethanol and 4 ml of tetrahydrofuran were added to 0.605 g of N-(n-pentanesurfonyl)-3-(N- 
methy-2,4<iichloroben2ylamino)-4-nitroben2amide, and subsequently 10 ml of an aqueous solution containing 3.10 g 
of sodium hydrosulfite was added thereto. "The mixture was stirred at 80°C for 20 minutes and then extracted with water 
and ethyl acetate. The organic layer was washed with water and concentrated. The resulting residue was crystallized 
from ether, filtrated, and dried to obtain 0.126 g of 4-amino-3-(N-methyl-2,4<Jichlorobenzylamino)-(N-(rvpentanesurfo- 

10 nyl))benzamide (32). 

Properties of compound (32): 
[0072] 

75 

1 H-NMR(DMSOKJ6,5ppm):0.84(3H, t, J=7.2Hz), 1 .34-1 .42(2H, m), 1 .42-1 .48(2H, m) ( 1.63-1.70(2H, m), 2.51(3H 
s), 3.46(2H, t. J=7.8Hz), 4.12(2H, s). 5.79(2H, s), 6.68(1H, d, J=8.6Hz), 7.37(1H, dd, J=8.2 and 2.0Hz),7.50(1 H 
dd, J=8.4 and 1.9Hz), 7.55(1 H, d, J=8.4Hz), 7.58(1 H. d, J=2.2Hz), 7.67(1 H, d, J=1.9Hz), 11. 48(1 H s) 
IR(Nujol): 1651cm' 1 . 
20 Mass(FD): m/e 457(M). 
mp: 122.5-124°C. 

Samples 

25 Synthesis of 4-(acetvlamino)-3-((N-methvn-2.4-dichlorob e nzvlaminoVf N-fnoentanesulfonvl)>benzamide (3Si 

[0073J 4-amira>-3-((N-methyl)-2 ( 4<iicN was dissolved in chlo- 

roform, and triethyiamine and acetyl chloride were added to the solution. The reaction mixture was stirred at room tem- 
perature for 30 minutes. The reaction solution was mixed with water and separated into aqueous and organic layers. 
30 The organic layer was washed with water and concentrated. The resulting residue was crystallized from ether. The crys- 
tals were filtrated and dried to yield 4-(acetylamino)-3-((N-me^ 
nyl))benzamide (33). 

Properties of compound (33): 

35 

[0074] 

1 H-NMR(DMSO<i6, Sppm): 0.84(3H. t, J=7.3Hz), 1.25-1 .32(2H, m), 1.34-1.42(2H, m), 1.65-1.73(2H, m) 2 08(3H 
s), 2.64{3H, S), 3.51(2H, t J=7.7Hz), 4.14(2H, s), 7.37(1H, dd, J=8.3 and 2.2Hz), 7.47(TH, d. J=8.3Hz), 7.61(1K 
40 d, J=2.1Hz), 7.68(1H, dd, J=8.5 amd 1.9Hz),7.90(1H, d, J=1.9Hz),8.11(1H, d, J=8.6Hz) 
IR(Nujol): 1662cm" 1 . 
Mass(FD):m/e499(M). 
mp: 1 63.5-1 65°C. 

45 Production Example 6 

Production of 4.5<iibrorrx)-2-meth yl-1-f2^trimethvlsiM)ethoxymetr^ 

[0075] A 901 mg portion of 60% sodium hydride was added little by little to ice-cold N.N-dimelhyrformamide (50 ml) 
so containing 4.91 g of 4,5-dft>romo-2-methylimidazole. The reaction mixture was stirred at room temperature for 1 hour. 
2-(Trimethysilyl)ethoxymethyl chloride (3.75 g) was added dropwise to the mixture on ice, and the mixture was stirred 
at room temperature overnight The solvent was evaporated under reduced pressure, ethyl acetate was added to the 
resulting residue, and the mixture was washed subsequently with a saturated sodium hydrogen carbonate aqueous 
solution and a sodium chloride aqueous solution. The organic layer was dried over anhydrous magnesium sulfate, and 
55 the solvent was evaporated under reduced pressure. The resulting residue was purified by silica-gel column chroma- 
tography (eluent, hexane: ethyl acetate = 3:1) to obtain 7.6 g of colorless oily material of 4,5<iibromo-2-methyl-1 -(2-(tri- 
me1hylsiry0etrraxymethyl)imicte le. 
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Properties of th compound: 
[0076] 

1 H-NMR(CDCI 3 ): 0.00(9H, s), 0.92(2H, t, J=8Hz), 2.47(3H, s), 3.55(2H, t, J=8Hz), 5.24(2H, s). 
Production Example 7 

Production of 4-brorr^2-metlwH'(2-(trimethvl^ 

[0077] A solution (58. 1 ml)of 1 .63N n-butyllithium in hexane was added dropwise to 250 ml of tetrahydrofuran con- 
taining 29.2 g of 4,5<fibromo-2-methyl-1 -(2-(trimethylsilyl)ethoxymethyl)imidazole over a period of 20 minutes at -55°C 
to -60°C. After the mixture was stirred at -60°C for 30 minutes, N,N-dimethytforrnam»de (58 g) was added dropwise to 
the mixture at -55°C to -60°C, followed by stirring at room temperature for 1 hour. A saturated sodium chloride aqueous 
solution was added thereto, and the mixture was extracted with ethyl acetate. The organic layer was dried over sodium 
sulfate anhydride, and the solvent was evaporated under reduced pressure. The resulting residue was purified by silica- 
gel column chromatography (eluent, hexane:ethyl acetate = 3:1) to yield 18.5 g of pale-yellow oily material of 4-bromo- 
2-methyl-1-(2-(trimethylsilyl)emoxymethyl)imidazole-5-carDOxyaldehyde. 

Properties of the compound: 

[0078] 

1 H-NMR(CDCI 3 ): 0.00(9H, s), 0.91(2H, t, J=8Hz), 2.52(3H, s), 3.58(2H, t. J=8Hz), 5.70(2H, s), 9.71(1H, s). 
Production Example 8 

Production of 5-bromo-2-m etlTylirrwdazole-4-cai1^xyaldeh 

[0079] Eighty milliliters of hydrochloric acid (6N) were added to a solution of 4-bromo-2-methyl-1-(2-{trimethylsi- 
lyl)ethoxymethyl)imidazole-5-carboxyaldehyde (18.5 g) in 80 ml of ethanol, and the mixture was heated under reflux for 
1 hour. The solvent was evaporated under reduced pressure, and a saturated sodium hydrogen carbonate aqueous 
solution was added to the residue cooled with ice until the pH of the mixture became weak alkali. The precipitated crys- 
tals were filtered, washed with methanol, and heated to dryness under reduced pressure to give 9.1 7 g of white crystals 
of 5^onx>-2-metr^imia^ole^^rboxyaldehyde. 

Properties of the compound: 

[0080] 

1 H-NMR(CDCI 3 ): 2.45(3H, s), 9.53(1H, s). 
Production Example 9 

Production of 4-bromo-1-(2.4<iichlorobenzy^ 

[0081] 5*romo-2-metlTylimidazole-4<arboxyaldehyde (2.25 g) and potassium carbonate (2.47 g) were dissolved 
in 15 ml of N,N-dimethylformamide, and 1 ml of N,N-dimethylformamide containing 2.56 g of 2,4-dichlorobenzyi chloride 
was added thereto. The reaction mixture was stirred at room temperature overnight and then at 70°C for 1 hour. Ethyl 
acetate was added to the mixture, which was washed subsequently with water and a sodium chloride aqueous solution. 
The organic layer was dried over anhydrous magnesium sulfate, and the solvent was evaporated under reduced pres- 
sure. The residue was purified by silica-gel column chromatography (eluent, hexane:ethyl acetate - 4:1) to give 3.42 g 
of white crystals of 4-bromo-1-(2,4-dichlorol3enzy0-2-meto^^ 
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Properties of th compound: 
[0082] 

1 H-NMR(CDCy: 2.34(3H, s), 5.58(2H, s). 6.42(1H, d, J=8Hz), 7.16(1H, dd ( J=2, 8Hz), 7.45(1H, d, J=2Hz), 
9.70(1H, s). 

Production Example 10 

Production of methyl (EV3-(4-brorro-1-(2.4^ichlor^ 

[0083] One gram of 4-bromo-1 -(2,4-dichlorobenzyQ-2-methylimidazole-5-tt was dissolved in 1 0 ml 

of tetrahydrofuran and then 1.01 g of methyl(triphenylphosphoranilidene)acetate was added thereto under cooling with 
ice. After being heated under reflux for 3 hours, 290 mg of methyl(triphenylphosphoranilidene)acetate was added to the 
mixture, which was further heated under reflux for another 3 hours. The solvent was evaporated under reduced pres- 
sure, and the resulting residue was purified by silica-gel column chromatography (eluent, hexanezethyl acetate = 4:1) 
to obtain 1.04 g of pale-yellow crystals of methyl (E)-3-(4-bromo-1-(2 l 4-dichlorobenzyl)-2-methylimidazol-5-yl)-2-pro- 
penoate. 

Properties of the compound: 
[0084] 

1 H-NMR(CDCl3): 2.36(3H, s), 3.75(3H, d, J=2Hz), 5.20(2H, s), 6.39(1H, d, J=8Hz), 6.53(1H, d. J=15Hz), 7.17(1H, 
dd, J=2, 8Hz), 7.26(1 H, d, J=2Hz), 7.47(1 H, d. J=2Hz). 

Production Example 1 1 

Production of (EV3-(4-bromo-1-f2.4<Jic hlCTO^ acid 

[0085] Methyl (E)-3-(4-bromo-1-(2,4Kiichla^ (800 mg) was dissolved 

in 20 ml of methanol, and then 20 ml of 1 N sodium hydroxide was added to the solution. After being heated under reflux 
for 30 minutes, the solution was adjusted to an acidic pH with 1 N hydrochloric acid under cooling with ice, and extracted 
with dichloromethane. The organic layer was washed with a sodium chloride aqueous solution, dried over anhydrous 
magnesium sulfate, and then the solvent was evaporated under reduced pressure to yield 762 mg of white crystals of 
(E)-3-(4-brorcK>1-(2,4-dichtorcbenzyl>^^ acid. 

Properties of the compound: 

[0086] 

1 H-NMR(DMSO-d6): 2.32(3H, s), 5.39(2H, s), 6.28(1H, d, J=15Hz), 6.51(1H f d. J=8Hz), 7.20(1H, d, J=15Hz), 
7.39(1H, dd, J=2, 8Hz), 7.74(1 H, d, J=3Hz). 

Example 4 

Synthesis of (a-3-(4-brorno-1-(2.4-dichlorobere^^ (34) 

[0067] (E)-3-(4-bromo-1 -(2.4-dicMaobenzyl)-2-methylimi^ acid (696 mg) was suspended in 

7 ml of N,N<limethylformamide, and 376 mg of N.N'-carbonyldiimidazole were added thereto The reaction mixture was 
stirred at room temperature for 1 hour, and then 405 mg of pentanesulfonamide and 407 mg of 1 ,8-diazabicy- 
clo[5.4.0]undec-7-ene were added thereto. The mixture was stirred at 100°C for 3 hours, adjusted to a weak acid pH 
with a 1 N hydrochloric acid solution under ice-cooling and then extracted with dichloromethane. The organic layer was 
washed with a sodium chloride aqueous solution, dried over anhydrous magnesium sulfate. The solvent was then evap- 
orated, and the resulting residu was mixed with diisopropyl ether. The precipitated crystals were filtered and dried 
under reduced pressure to obtain 800 mg of white crystals of (E)-3-(4-brorno-1-(2,4Klichlorobenzyl)-2-methylimidazol- 
5-yl)-N-(n-pentanesulforiyO-2-propenarnid (34). 
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Properties of compound (34): 
[0088] 

1 H-NMR(DM$Od6)- 0 82(3H, t J=7Hz), 1 .20-1 .40(4H, m), 1.57-1.67(2H, m), 2.33(3H, s), 3.32-3.40(2H, m), 
5.39(2H, s), 6.52(1H, d ( J=9Hz), 6.69(1H, d, J=15Hz), 7.27(1H, d, J=15Hz), 7.38(1H, dd, J=2, 8Hz), 7.75(1K s). 
Mass(ESI):522(M-H). 

Example 5 

S ynthesis of 3-M-(2.4-dichlorobp n7 yl).2-methvlimidazol-5- v t V N- (n^entane^lfp nYl)-proplc>namide (35) 

[0089] (E)-3-(4-bromo-1-(2,4-dichlorob^ (630 
mg) was dissolved in a mixed solvent of methanol (6 ml) and 1,4-dkwane (6 ml), and 100 mg of 10% palladium carbon 
and 1 30 mg of potassium acetate were added thereto. Catalytic reduction of the solution was carried out under a hydro- 
gen atmosphere of 1 atm for 5 hours, and the reduction was allowed to further proceed under a hydrogen atmosphere 
of 3 atms for 4 hours. The catalyst was removed by filtration, and the solvent was evaporated under reduced pressure. 
The resulting residue was mixed with dichloromethane, and washed with water and then with a sodium chloride aque- 
ous solution. The organic layer was dried over anhydrous magnesium sulfate, and the solvent was evaporated under 
reduced pressure. The residue was purified by the silica-gel column chromatography (eluent, methanol :dichlorometh- 
ane = 3:97) to give 290 mg of pale-yellow powder of 3-(1 -(2,4Klichlorobenzyl)-2-methyl-imidazol-5-yl)-N-(n-pentanesul- 
fonyl)-2-propionamide (35). 

Properties of compound (35): 

[0090] 

1 H-NMR(DMSO-d6): 0.92(3H, t. J=8Hz), 1.18-1.35(4H, m), 1.53-1.63(2H, m), 2.16(3H ( s). 2.52-2.60(4H, m), 
3.27(2H,d, J=8Hz), 5.17(2H, s), 6.30(1H,d, J=8Hz), 6.64(1H, s), 7.36(1H, dd, J=2, 8Hz), 7.72(1H, d, J=2Hz). 
Mass(ESI):m/e444(M-H). 

PrnHnfrfinn Example 12 

Production of 1-f? 4^ichlorob 6nzyn-2^ethyiii^a 

[0091] 44>romo-1-(2,4-dichlorobenzy^ (500 mg) was dissolved in 5 ml of 1,4- 

dioxane, and 100 mg of 10% palladium carbon and 155 mg of potassium acetate were added thereto. Catalytic reduc- 
tion of the solution was performed under a hydrogen atmosphere of 1 atm for 7 hours. The catalyst was removed by 
filtration, and then the solvent was evaporated under reduce pressure. Ethyl acetate was added to the resulting residue, 
and the mixture was washed subsequently with water and a sodium chloride aqueous solution. The organic layer was 
dried over anhydrous magnesium sulfate, and the solvent was evaporated to give 379 mg of white crystals of 1-(2,4- 
dichlorobenzy0-2-methylim»dazol-5-<»rboxyaldehyde. 

Properties of the compound: 

[0092] 

1 H-NMR(CDCI 3 ): 2.38(3H ( s). 5.62(2H, s), 6.33(1H, d, J=8Hz), 7.13(1H, d, J=8Hz), 7.45(1H, d, J=2Hz), 7.82(1H, 
s), 9.69(1H,s). 

Production Example 13 Production of methyl (E)-3-f 1-f2.4<lidi to rctenz^^^ 

[0093] Methyl (E)-3K1-(2,4-dichlorobenzyl)-2-metr^ (330 mg) was obtained as white 

crystals from 346 mg of l-(2,4-dichlcfobenzyl)-2-me%limidazole-5-carboxyaldehyde in the same manner as in Pro- 
duction Example 10. 
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Properties of the c mpound: 
[0094] 

5 1 H-NMR(CDCI 3 ): 2.35(3H, s), 3.73(3H, s), 5.18(2H, s). 6.16(1 H, d, J=15Hz), 6.30(1H, d. J=8Hz), 7.15(1 H, dd, J=2, 

8Hz), 7.26(1 H, d, J=3Hz), 7.42-7.55(1 H, m), 7.65-7.70(1 H, m). 

Production Example 14 

w Production of (E)-3-(1-(2. 4<jichtorotenz^ acid 

[0095] (E)-3-(1 -(2,4-drchlorobenzyl)-2-metM acid (210 mg) was obtained as white crys- 

tals from 300 mg of methyl (E)-3-(1-(2,4<Jichlorobenzyl)-2-me%limidazol-5-yl)-2-propenoate in the same manner as in 
Production Example 1 1 . 

15 

Properties of the compound: 
[0096] 

20 1 H-NMR(DMSOKJ6): 2.29(3H, s), 5.34(2H, s), 6.17(1H, d, J=15Hz), 6.35(1H, d, J=8Hz), 7.23(1H, d, J=15Hz), 
7.38(1H, dd. J=2, 8Hz), 7.60(1H, s). 7.75(1H, s). 

Examples 

2S Synthesis o f (D-3-M-(2.4-dichloroberevlV2-mefo^ (36) 

[0097] (E)-3-(H2,4<Jichtorobenzyl)-2-m^ ( 36 ) (164 mg j 

was obtained as white crystals from 1 77 mg of (E)-3-(1 -(2,4<ii<^lorobenzy0-2-methylimia^zol-5-yl)-2-propenoic acid in 
the same manner as in Example 4. 

30 

Properties of compound (36): 
[0098] 

35 1 H-NMR(DMSOd6): 0.82(3H, t. J=7Hz), 1.20-1.38(4H, m), 1.55-1.67(2H, m), 2.27(3H, s), 3.30-3.40(2H, m), 
5.36(2H, s), 6.30(1H, d, J=15Hz), 6.36(1H, d, J=8Hz), 7.34(1H, d, J=15Hz), 7.38(1H, dd, J=2, 8Hz), 7.53(1H, s), 
7.73(1 H. d, J=2Hz) 
Mass(ESI): m/e 444(M+H). 

40 Production Example 15 

Production of 5-chloro-2-methvlimkjazole^-carboxvaldehvde 

[0099] 5-bromo-2-rt)ethylimidazole-4-carboxaldehyde (400 mg) was dissolved in 6 ml of concentrated hydrochloric 
45 acid, and the solution was heated under reflux for 24 hours. A saturated sodium hydrogen carbonate aqueous solution 
was added to the reaction mixture under ice-cooling until the pH of the mixture became weak alkali, and the mixture 
was extracted twice with ethyl acetate. The organic layer was washed subsequently with a saturated sodium hydrogen 
carbonate aqueous solution and a sodium chloride aqueous solution. The organic layer was dried over anhydrous mag- 
nesium sulfate, and the solvent was evaporated under reduced pressure. Hexane was added to the residue, and the 
so resulting crystals were filtered to give 222 mg of yellow crystals of 5<;hlc)ro-2-metrTylin^azole^^rboxyaldehyde.Prop- 
erties of the compound: 

1 H-NMR(CDCl3): 2.45(3H, s), 9.58(1 H, s). 
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PrnHnrtion Example 16 

PrnHi .rf inn of 4-chloro-l W2.4^ichlorobenzviV2-metlw limklazole-5'CarboxaldehYde 

5 [0100] 4-Chloro-1-(2,4Klichlorobenzyl)-2-methylimidazole-5-cartx)xaldehyde (270 mg) was obtained as pale-yel- 
low crystals from 205 mg of 5-chloro-2-methylimidazole-4-cart>oxaldehyde in the same manner as in Production Exam- 
ple 9. 

Properties of the compound: 

w 

[0101] 

1 H-NMR(CDCI 3 ): 2.32(3H, s), 5.57(2H, s), 6.43(1H, d, J=8Hz), 7.16(1H, dd, J=2, 8Hz), 7.45(1H ( s). 9.76(1H, s). 
15 Production Example 17 

Prnriurtinn of methvi (E)-3-(4-chloro-1-( , 2.4- dichlorobenzvn-2-meth ylimidazol-5-vl)-2-propenoate 

[0102] Methyl (E)-3-(4<hloro-1-(2,4<lichlor^ mQ) was obtained 

20 as pale-yellow crystals from 253 mg of 4-chlao-1-(2,4-dichlorobenzyI)-2-methylimdazole-5-carboxaW in the 
same manner as in Production Example 10. 

Properties of the compound: 

25 [0103] 

1 H-NMR(CDCI 3 ): 2.33(3H, s), 3.75(3H, s), 5.17(2H, s), 6.40(1H, d, J=8Hz), 6.48(1H, d, J=15Hz), 7.18(1H, dd, J=2, 
8Hz), 7.28(1 H, d, J=15Hz), 7.48(1 H, d, J=2Hz). 

30 Production Example 18 

PrnHnrtinn of (EV3-(4-chloro-W24<lichloro^ acid 

[0104] (E)-3-(4<hloro-1-(2,4<iichlorobenzyl)-2-m^ acid (242 mg) was obtained as 

35 white crystals from 270 mg of methyl (E)-3-(4-chloro-1 -(2,4-dichlaobenzyl)-2-methylimidazol-5-yl)-2i)ropenoate in the 
same manner as in Production Example 1 1 . 

Properties of the compound: 

40 [0105] 

1 H-NMR(DMSO-d6): 2.32(3H, s), 5.40(2H, s), 6.25(1H, d, J=15Hz), 6.53(1H, d, J=8Hz), 7.20(1H, d, J=15Hz), 
7.39(1 H, dd, J=2, 8Hz), 7.75(1 H, d, J=3Hz). 

45 Example 7 

Syndic nt (Ev:W4-chlofO-1-(2.4^ichlo^^ (37) 

[0106] (E)-3-(4-ch!orc>1-{2,4<JicMc*C^ < 37 > 
so (1 42 mg) was obtained as white crystals from 1 30 mg of (E)-3-(4-chloro-1 -(2,4-dichlorobenzyl)-2-methylimida2ol-5-yl)- 
2-propenoic acid in the same manner as in Example 4. 

Properties of compound (37): 

55 [0107] 

1 H-NMR(DMSO-d6): 0.92(3H, t, J=7Hz), 1.20-1.38(4H, m), 1 .57-1 .68(2H, m), 2.31(3H, s). 3.32-3.40(2H, m), 
5.38(2H, s), 6.51(1H, d. J=8Hz), 6.67(1H, d, J=15Hz), 7.26(1H, d, J=15Hz), 7.38(1H, dd, J=2, 8Hz), 7.74(1H, 
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d,J=2Hz). 
Exampl 8 

Synthesis of (EV3-(4-chtoro-1-(2.4<lichlor obenzv^ ( aft) 

[0108] (E)-3-(4<hloro-H2,4Kiichtoro^ ( 38 j ( 78 

mg) was obtained as white crystals from 100 mg of (E)-3-(4-chloro-1 -(2,4<iichlorobenzyI)-2-rnethyiimidazol-5-yO-2-pro- 
penoic acid in the same manner as in Example 4. 

Properties of compound (38): 

[0109] 

1 H-NMR(DMSO<J6): 2.27(3H, s), 5.33(2H, s), 6.45(1H, d. J=8Hz), 6.60(1H, d, J=15Hz), 7.13(1H, d J=15Hz) 
7.34(1 H, dd, J=2, 8Hz), 7.55-7.72(4H,m), 7.90(2H, d, J=8Hz) 
Mass(ESI) : m/e 484(M-H). 

Production Example 19 

Production of 1-f2.4-dichlorob enzvn-2-me^riy|-4-Dhend^^ 

[01 1 0] Fifty milligrams of tetrakis(triphenylphosphine)palladium (0) were suspended in 3 ml of toluene, and 300 mg 
of 4-bromo-1-(2,4-dichlctfcfcenzyl)^^ was added thereto. After the mixture was 

25 stirred at room temperature for 1 0 minutes, ethanol (0.5 ml) containing 1 26 mg of phenylboric acid and 2M sodium car- 
bonate aqueous solution (0.90 ml) was added thereto, and the resulting reaction mixture was heated under reflux for 8 
hours. The mixture was washed with a sodium chloride aqueous solution, and the organic layer was dried over anhy- 
drous magnesium sulfate. The solvent was then evaporated under reduced pressure. The resulting residue was purified 
by silica-gel column chromatography (eluent, hexane:ethyl acetate = 3:1). After hexane was added to the purified mate- 
so rial, the resulting crystals were filtered and heated to dryness under reduced pressure to yield 298 mg of pale-yellow 
crystals of 1-(2,4-dichtorcfcenzyl)-2-memyl-4-p^ 

Properties of the compound: 

35 [0111] 

1 H-NMR(CDCl3): 2.42(3H, s), 5.67(2H, s), 6.49(1H, d, J=8Hz), 7.15(1H, dd, J=2, 8Hz), 7.45-7.50(4H m) 7 67- 
7.70(2H,m), 9.82(1 H,s). ' 

40 Paction Example ?Q 

Production of methyl (B-3-f1-f2. 4-dichlorobenzvlV2- methvl-4-Dhen^imidazol-5-vn-2-Drooenoate 

[0112] Methyl (E)-3-(1-(2,4<jichtorobenzy1)-2^ (288 mg) was obtained 

45 as pale-yellow crystals from 280 mg of 1 -(2,4^icWoroberuyO-2-methyM^ in th e 

same manner as in Production Example 10. 

Properties of the compound: 

so [0113] 

1 H-NMR(CDCl3): 2.40(3H, s), 3.69(3H, s), 5.25(2H, s), 5.77(1H, d, J=15Hz), 6.53(1H, d. J=8Hz), 7.21(1H dd J=2 
8Hz), 7.33-7.47(3H, m), 7.50(1 H, d, J=3Hz), 7.60-7.66(3H, m). 

55 
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Production Example 21 

Production of (EV3-f1-f2.4-dichlnrobenzvlV2-m eth^ acid 

[0114] (E)-3-(M2,4<lichlorobenzyl)-2-m^ acid (228 mg) was obtained as 

white crystals from 263 mg of methyl (E)-3-(1 -(2,4-dichlorobenzyl)-2-methyl-4-ph^ in the 

same manner as in Production Example 11. 

Properties of the compound: 

[0115] 

1 H-NMR(DMSO-d6): 2.40(3H, s), 5.38(2H, s), 5.66(1^ d, J=15Hz), 6.57(1H, d, J=8Hz), 7.34-7.48(5H, m), 7.55- 
7.58(2H,m), 7.78(1 H, s). 

Example 9 

Synthesis of (El-a-M .f2^ichlorr*fmzvlV2-methyM-p^^ (39) 

[0116] (E)-3-(1-(2,4-dic*laobenzyQ-2-meth^ (39) 
(1 05 mg) was obtained as white crystals from 11 0 mg of (E)-3-(1 ^2,4Klichlorober^yl)-2-metriyl-4-phenylimidazoi-5-yl)- 
2-propenoic acid in the same manner as in Example 4. 



Properties of compound (39): 

25 

[0117] 

1 H-NMR(DMSO-d6): 0.80(3H, t, J=7Hz), 1.18-1.37(4H, m), 1.55-1.64{2H, m), 2.32(3H, s), 3.33-3.38(2H, m), 
5.35(2H, s), 6.02(1 H, d, J=15Hz), 6.56(1 H, d. J=8Hz), 7.37-7.57(7H, m), 7.77(1 H, d, J=2Hz). 
30 Mass(ESI):m/e518(M-H). 

Example 10 

Syn^fe nf (E )^.f1.(2^irJilorobenzv^ (40) 

35 

[0118] (EWH2,4«fi*laoberayO* W 
mg) was obtained as white crystals from 108 mg of (E)-3-(1-(2,4^ichlorobenzy0-2-methyl-4-phenylimidazol-5-yl)-2- 

propenoic acid in the same manner as in Example 4. 
40 Properties of compound (40): 



[0119] 

1 H-NMR(DMSO-d6): 2.30(3H, s), 5.32(2H, s), 5.97(1H, d, J=15Hz), 6.54(1H, d, J=8Hz), 7.35-7.70(1 OH, m), 
45 7.78(1 H, d, J=2Hz), 7.87{2H, d, J*7Hz). 
Mass(ESI):nVe524(M-H). 

Prnrinrtinn Example 22 

so Production of 2^etrrv-1-r2-ftrim etr^ 

[0120] 2-Methy-1 -(2-(trimethylsilyl)ethoxymethyl)imidazole (1 3.2 g) was obtained as brown oily material from 5.00 
g of 2-methylimidazole in the same manner as in Production Example 6. 
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Properties of the compound: 
[0121] 

5 1 H-NMR(CDCl3): 0.00(9H, s). 0.91 (2H ( t, J=8Hz), 2.45(9H. s), 3.50(2H, t. J=8Hz), 5.20(2H, s). 6.92(2H, s). 

Production Example 23 

Production of 2-methv-1-(2-ftrimethvlsflvnemoxvm^ 

10 

[0122] 2-Metriyl-1 -(2-(trimeth^^ (650 mg) was obtained as pale-yel- 

low oily material from 7.00 g of 2-methy-1-(2-(trimethylsilyl)ethoxymethyl)imidazole in the same manner as in Produc- 
tion Example 7. 

is Properties of the compound: 

[0123] 

1 H-NMR(CDCy : 0.00(9H, s). 0.92(2H, t, J=8Hz), 2.57(3H, s). 3.61(2H, s. J=8Hz), 5.77(2H, s), 9.70(1H, s). 

20 

Production Example 24 

Production of methvl (B-3-(2-methvH-f2- ftrimethvisiiv nethoxv^^ 

25 [01 24] Methyl (E)-3-(2-methy- 1 -(2-(trimethylsily0ethoxymeth^^^ (656 mg) was obtained 

as brown powder from 634 mg of 2-methy-1-(2-(trimethyteily0etto^ in the same 

manner as in Production Example 10. 

Properties of the compound: 

30 

[0125] 

1 H-NMR (CDCy: -0.01(9H, s), 0.92(2H, t p J=8Hz), 2.50(3H, s), 3.51(2H, d, J=8Hz), 3.80(3H, s), 5.28(2H, s), 
6.30(1H, d, J=15Hz), 7.38(1H, s), 7.58(1H, d, J=15Hz). 
35 Mass(ESI) : m/e 297(M+1). 

Production Example 25 

Production of methvl (E)-3-(2-methvlirTiid*izo M^ 

40 

[01 26] Methyl (E)-3-(2-methylimidazol-4-yl)-2-propenoate (21 4 mg) was obtained as brown crystals from 653 mg of 
methyl (E)-3-(2-metny-1-(2-(trimeth^ in the same manner as in Produc- 

tion Example 8. 

45 Properties of the compound: 

[0127] 

1 H-NMR(DMSO-d6): 2.42(3H, s), 3.70(3H, s), 6.43(1 H, d. J=15Hz), 7.50(1H, d, J=15Hz), 7.60(1H s) 
so Mass(ESI) : m/e 167(M+1). 
mp : 200-203°C. 

Production Example 26 

55 Production o f methvl fB-3-(1-(2.4<iichlcfobenzvlV2H^ 

[0128] Methyl (E)-3-(1-(2,4<iichlc*obenzy^ (254 mg) was obtained as color- 

less crystals from 190 mg of methyl (E)-3-(2-methylimidazol-4-yI)-2-propenoate in the same manner as in Production 
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Example 9. 

Properties of the compound: 
5 [0129] 

1 H-NMR (CDCI3): 2.46{3H, s), 3.77(3H, s), 5.10(2H, s), 6.55(1H, d, J=15Hz). 6.68(1H, d, J=8Hz), 7.00(1H, s), 
7.22(1 H. dd, J=8, 2Hz), 7.47(1 H, brs), 7.50(1 H, d, J=15Hz). 
Mass(ESI):m/e325(M+1). 
10 mp : 135-137°C. 

Production Example 27 

Production of fE)-3-M-(2 4^irtlorobenz ylV2^ethriim^ acid 

15 

[0130] (E)-3-(1-(2,4<lichlorobenzyl)-2-methylimia^oU-yl)-2-propenoic acid (309 mg) was obtained as pale-brown 
crystals from 258 mg of methyl (E)-3-(1-(2,4Klichlorobenzyl)-2-methylimklazoU-yl)-2-pix)penoate in the same manner 
as in Production Example 1 1 . 

20 Properties of the compound: 

[0131] 

1 H-NMR(DMSO-d6): 2.27(3H, s), 5.22(2H, s), 6.21(1 H, d, J=15Hz), 6.90(1 H, d, J=8Hz), 7.37(1 H. d, J=15Hz), 7.42- 
25 7.49(2H, m), 7.71(1 H, d. J=2Hz). 
Mass(ESI):m/e309(M-1). 
mp : 134-135°C. 

Example 11 

30 

S ynthesis of (E)-3-(1-(2.4-dichlorobenzvlV2-methvli^^^ (41) 

[0132] (E)-3-(1-(2,4<iichlorc>benzy0^ (41) (220 mg) 

was obtained as pale-yellow crystals from 210 mg of (E)-3-(H2,4<lichlaobenzyl)-2-me^ 
35 acid in the same manner as in Example 4. 

Properties of compound (41): 

[0133] 

40 

1 H-NMR (CDCI3): 0.89(3H, br t, J=7Hz), 1.25-1.45(4H, m), 1.71-1.86(2H,m) ( 2.39(3H, s), 3.46(3H, br t, J=7Hz), 
5.10(2H, s), 6.61(1H, d, J=15Hz), 6.75(1H, d, J=8Hz), 7.05(1H, s), 7.23(1H, overlapped with CDCI 3 ), 7.47(1H, d, 
J=2Hz), 7.60(1H, d, J=15Hz). 
Mass(ESI):m/e442(M-1). 
45 mp 170-172°C. 

Example 12 

S ynthesis of (E)^-n-f2.4Kjichlorobenzvn-2-me^^^^ proptonamnide (42) 

50 

[0134] (E)-3-(1-(2,4^ichlorobenzyl)-2^e^ propionamide (42) (220 mg) 

was obtained as colorless crystals from 150 mg of (E)-3-(1-(2,4^ichlorobenz^^ 
tanesulfonyl)-2-propenamide in the same manner as in Example 5. 

55 
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Properties of compound (42): 
[0135] 

1 H-NMR (CDCI 3 ): 0.89(3H, br t. J=7Hz), 1.26-1.49(4H, m), 1.78-1.90(2H,m), 2.39(3H, s). 2.68-2.75(2H, m), 2.80- 
2.89(2H, m), 3.41 (3H, br t. J=7Hz), 5.05(2H, s), 6.56(1 H, s), 6.71 (1H, d, J=8Hz), 7.24(1 H, d, J=8Hz), 7.45(1 H, d, 
J=2Hz). 

Mass(ESI):m/e446(M+1). 
mp : 120-122°C. 

Production Example 2g 

Production of (E)^-methvl-2-(4<3henvlDherTvl)elhenvtavridine 

[01 36] A mixture of 4-phenylbenzaldehyde (6.45 g), 2,4-lutidine (7.59 g), and acetic anhydride (1 0 ml) was heated 
in a bath at 150°C for 12 hours and then heated under reflux for 12 hours. The reaction mixture was concentrated to 
dryness under reduced pressure, and the resulting residue was purified by silica-gel column chromatography (eluent, 
hexane : ethyl acetate = 9:1 to 5:1) to give 4.35 g of yellow solid material of (E)-4-methyI-2-(4-phenylphenyl)ethenylpy- 
ridine. 

Properties of the compound: 
[0137] 

1 H-NMR(CDCl3): 2.38(3H, s). 6.98(1H, d, J=5Hz), 7.12-7.28(2H), 7.34(1H,t J=8Hz), 7.44(2H, t, J=8Hz), 7.56- 
7.71 (7H), 8.47(1 H, d, J=5Hz) 

Production Example 29 

Production of (E)-2-(4-phenvlphenvnethenylpvrkiine-4-carboxvlic acid 

[0138] A mixture of (E)-4-methyl-2-(4-phenylpheny0ethenylpyridine (4.24 g), selenium dioxide (2.08 g), and pyrid- 
ine (43 ml) was heated under reflux for 24 hours. The reaction mixture was concentrated to dryness under reduced 
pressure, and the resulting residue was extracted with a mixture of chloroform, methanol, and aqueous ammonium 
(65:25:4). The extract was concentrated to dryness under reduced pressure, and the resulting residue was ground in 
ethyl acetate to give 3.81 g of brown powder of (E)-2-(4-phenylphen^etheny^kJine-4-carboxylic acid. 

Properties of the compound: 

[0139] 

1 H-NMR(DMSO-d6): 7.32-7.53(4H), 7.63(1 H, d, J=5Hz), 7.70-7.84(8H), 7.96(1H, s), 8.66(1 H, d, J=5Hz). 
Example 13 

Synthesis of N-(n-oentanesutfonYlV2-«D- f 43) 

[0140] (E)-2-(4i>henylphenyl)ethenylpyridine-4-carboxylic acid (277 mg) was dissolved in 2.8 ml of dry dimethylfor- 
mamide, and 194 mg of N,N'-<»rbonyldiimiclazole was added thereto. The mixture was stirred at room temperature for 
1.5 hours and then stirred at 100°C for 30 minutes. After being cooled down to room temperature, the mixture was 
mixed with 209 mg of perrtanesuttonamide and 210 mg of 1,8-diazabicyclo[5.4.0]undec-7-ene. The reaction mixture 
was stirred at 100*0 for 48 hours. The mixture was then cooled with ice, and its pH was adjusted to 5 using 1 N hydro- 
chloric acid. The resulting precipitate was collected by filtration and washed with water. The partially purified material 
thus obtained was further purified by silica-gel thin-layer chromatography (eluent, chloroform :methanol :water = 65:25:4) 
to yield 67 mg of brown powder of N-(ni^anesu(fonyf)-2-((E)-(4-phen^ (43). 
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Properties of compound (43): 
[0141] 

5 1 H-NMR(DMSO-d6): 0.85(3H, t, J=6Hz), 1.30(4H, m), 1.64(2H, m), 3.22(2H, t, J=6Hz), 7.32-7.53(4H), 7.62- 

7.86(8H), 7.98(1 H, s). 8.63(1 H, d, J=5Hz). 

Production Example 30 

w Production of (E)-4-methvl-2-(4-phenvtph envnethenvtovridine 

[0142] A mixture of 4-phenylbenzaldehyde (6.45 g), 2,4-lutidine (7.59 g), and acetic anhydride (10 ml) was heated 
on a bath at 150°C for 12 hours and then heated under reflux for 12 hours. The reaction mixture was concentrated to 
dryness under reduced pressure, and the resulting residue was purified by silica-gel column chromatography (eluent, 
is hexane : ethyl acetate = 9:1 to 5:1) to give 4.35 g of a yellow solid of (E)-4-methyl-2-(4-phenylphenyl)ethenylpyridine. 

Properties of the compound: 

[0143] 

20 

1 H-NMR(CDCI 3 ): 2.38(3H, s), 6.98(1H. d, J=5Hz), 7.12-7.28(2H), 7.34(1H, t, J=8Hz), 7.44<2H, t, J=8Hz), 7.56- 
7.71 (7H), 8.47(1 H.d, J=5Hz). 

Production Example 31 

25 

Production of fE)-2-f4-phenvlphenvnethenvlpvridine^4- carboxvlic acid 

[0144] A mixture of (E)-4-methyl-2-(4-phenylpheny0ethenytpyridine (4.24 g), selenium dioxide (2.08 g), and pyrid- 
ine (43 ml) was heated under reflux for 24 hours. The reaction mixture was concentrated to dryness under reduced 
30 pressure, and the resulting residue was extracted with a mixture of chloroform, methanol, and aqueous ammonium 
(65:25:4). The extract was concentrated to dryness under reduced pressure, and the resulting residue was ground in 
ethyl acetate to give 3.81 g of brown powder of (E)-2-(4-phenylrjheny0ethenylpyridine-4-carboxylic acid. 

Properties of the compound: 

35 

[0145] 

1 H-NMR(DMSO<i6): 7.32-7.53(4H), 7.63(1 H, d, J=5Hz). 7.70-7.84(8H), 7.96(1 H, s), 8.66(1 H, d. J=5Hz). 
40 Production Example 32 

Production of (EVN-m-pertanesulfonvn-2-(2-(4H>her^ 

[0146] (E)-2-(2K4-phenylphenyl)ethenyl^ acid (277 mg) was dissolved in 2.8 ml of dried 

45 dimethylformamide, and 194 mg of carbonyidrimidazole was added thereto. The mixture was stirred at room tempera- 
ture for 1.5 hours and then stirred at 100°C for 30 minutes. After being cooled to room temperature, the mixture was 
mixed with 209 mg of pentanesultonamide and 210 mg of 1,8-diazabicydo[5.4.0]undec-7-ene and stirred at 100°C for 
48 hours. The reaction mixture was cooled with ice, and then its pH was adjusted to 5 using 1 N hydrochloric acid. The 
resulting precipitate was collected by filtration and washed with water. The partially purified material thus obtained was 
so further purified by silica-gel thin-layer chromatography (eluent, chloroform : methanol : water = 65:25:4) to yield 67 mg 
of brown powder of (E)-N-(ni>ertenesulfoiTyl)-2-(2K4i^ 

Properties of the compound: 
55 [0147] 

1 H-NMR(DMSO-d6): 0.85(3H, t, J=6Hz), 1.30(4H, m), 1.64(2H, m), 3.22(2H, t, J=6Hz), 7.32-7.53(4H), 7.62- 
7.86(8H), 7.98(1 H, s), 8.63(1 H, d, J=5Hz). 
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Production Exampl 33 

Production of methyl 3-M-(24-dich]orobenzvlV2-methvlimM^ 

[0148] Diisopropylamine (338 mg) was dissolved in 2 ml of tetrahydrofuran, and 2.10 ml of hexane containing 1.6M 
n-butyllithium was added to the mixture. It was cooled on a dry ice-acetone bath using a syringe under a nitrogen 
atmosphere and stirred for 30 minutes on an ice-water bath. One milliliter of tetrahydrofuran containing 285 mg of 
methyl 3-(2-thienyl)propionate was added to the mixture, which was cooled on a dry ice-acetone bath and stirred for 1 
hour. Then, 2 ml of tetrahydrofuran containing 1-(2 t 4^rchtoroberizy1)-2-me^ (300 mg) 

was added thereto with a syringe. After being stirred for 1 hour, a saturated ammonium chloride aqueous solution and 
ethyl acetate were added thereto, and then the dry ice-acetone bath was removed. The reaction mixture was mixed with 
water and extracted with ethyl acetate. The organic layer was washed with a saturated sodium chloride aqueous solu- 
tion, dried over anhydrous magnesium sulfate, and filtrated. The filtrate was concentrated under reduced pressure to 
give 490 mg of brown oily crude product of methyl 3-(1-(2,4<iichlorobenzyl)-2-metM 
ophen-2-ylmethyl )propionate. 

Production Example 34 

Production of methyl (D-3-n-(2.4^ic htoroberizviy2-metto^ 

[0149] Methyl 3-(1 -(2,4-dichlorobenzyl)-2-methylimid^ (490 
mg) obtained in the process of Production Example 33 was dissolved in 5 ml of dichloromethane, and 683 mg of acetic 
anhydride and 55 mg of 4-(dimethylamino)pyridine were added thereto. The mixture was stirred at room temperature 
overnight. A saturated sodium hydrogen carbonate aqueous solution was then added thereto, and the mixture was 
stirred for 30 minutes. The solution was extracted twice with dichloromethane, dried over anhydrous sodium sulfate, and 
filtered. The f fltrate was concentrated under reduced pressure. The resulting residue was dissolved in 5 ml of toluene, 
and 424 mg of 1,8-diazabicyck>[5.4.0]undec-7-ene was added thereto. The mixture was heated at 100°C on an oil bath 
for 1 hour, and then concentrated under reduced pressure. A saturated ammonium chloride aqueous solution and ethyl 
acetate were added to the concentrate, the organic layer was washed with a saturated sodium chloride aqueous solu- 
tion and dried over anhydrous sodium sulfate followed by filtration. The filtrate was concentrated under reduced pres- 
sure, and the resulting residue was subjected to silica-gel column chromatography and eluted with a mixture of hexane- 
and ethyl acetate (1 :3). The desired fractions were collected and concentrated under reduced pressure to yield 1 1 1 mg 
of white crystals of methyl (E)-3-(1-(2,4KiichlorcxDenzyg-2-m 

Properties of the compound: 

[0150] 

1 H-NMR(CDCl3): 2.34(3H, s), 3.73(3H, s), 4.12(2H, s), 5.17(2H, s). 6.30(1 H, d. J=8Hz), 6.80(1H, d, J=3Hz) 
6.90(1H t t J=6Hz), 7.35(1 H, s), 7.41 (1H, s), 7.46(1 H, d, J=2Hz). 

Production Example 35 

Production of (D-3-(1-(2.4 <JichlorobenzYn-^ acid 

[01 51 ] White crystals of (E)-3-(1 -(2,4-dichloroberay0-2-me%limidazd-5-yl)-2-(thiophen 
acid (100 mg) were obtained from 101 mg of methyl (E)-3-(1-(2,4Kiichlorc)benzyO-2-m 
ylmethyl)-2-propenoate obtained in Production Example 34 in the same manner as in Production Example 1 1 . 

Properties of the compound: 

[0152] 

1 H-NMR(DMSO-d6): 2.30(3H, s), 3.97(2H, s), 5.32(2H, s), 6.38(1 H, d. J=8Hz), 6.79(1 H, d, J=2Hz), 6.93(1 H, t. 
J=3Hz), 7.25-7.27(3H, m), 7.36(1 H, d. J=8Hz), 7.72(1 H, d, J=2Hz). 
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Example 14 

S ynthesis of (EV3-(H2.4^ich1orobenzv^ 
prnpenamide (44) 

5 

[0153] White crystals of (E)-3-(1 -(2,4<iichlorcbenzyl)-2-memylim'daz^ 

yl)methyl)-2-propenamide (74 mg) were obtained from 85 mg of (E)-3-(1-(2,4-dichlorobenzyl)-2-methylimidazol-5-yl)-2- 
(thiophen-2-ylmethyl)-2-propenoic acid obtained in Production Example 35 and 47 mg of 1-pentanesulfonamide in the 
same manner as in Example 4. 

10 

Properties of the compound: 
[0154] 

is 1 H-NMR(DMSO<f6): 0.89(3H, t, J*7Hz), 1.12-1.30(4H, m), 1.46-1.56(2H, m), 2.23(3H, s), 3.23-3.40(2H, m), 
4.03(2H, s), 5.40(2H, s), 6.33(1 H, d, J=8Hz), 6.81 (1H, d, J=2Hz), 6.93(1 H, t, J=3Hz), 7.21(1 H ( s), 7.26-7.37(4H, 
m), 7.72(1 H,d,J=2Hz). 

Production Example 36 

20 

Production of ethyl 2>benzyl-3-(142.4<fichlorcfoenzvn-2'metM 

[0155] A brown oily crude product of ethyl 2-benzyl-3-(1 -(2,4KJichlorobenzyl)-2-methylin^azcJ-5-yO-34iydroxyprc>- 
pionate (499 mg) were obtained starting from 300 mg of 1-(2,4^ichlorobenzyl)-2-me%limkjazole-5-cartxixyaldehyde 
25 and 298 mg of ethyl 3-phenylpropionate in the same manner as in Production Example 33. 

Production Example 37 

Production of ethyl (a-2^enzvl-3-(W2.4<jichtorobenzvlV2^et^ 

30 

[0156] White crystals of ethyl (E)-2-benzyl-3-(1 ^2,4KJichlorcbenzyl)-2-methyti^ (70 mg) 

were obtained from 499 mg of ethyl 2^zyi^-(H2,4«ii<*lorobenzyl)^^ 
obtained in Production Example 36 in the same manner as in Production Example 34. 

35 Properties of the compound: 

[0157] 

1 H-NMR(CDCI 3 ): 1 .18(3H, t, J=7Hz). 2.34<3H, s), 3.97(2H, s), 4.13(2H, q, J=8Hz), 5.18(2H ( s), 6.32(1 H, d, J=8Hz), 
40 7.11-7.27(7H, m), 7.40(1 H, s), 7.47 (1H, s). 

Production Example 38 

Production of (B-2^enzvl-3-f1-(24^<Morobere acid 

45 

[0158] White crystals of (E)-2^zyW-(1-(2,4Hjichlorobenzyl)-2^ acid (50 mg) 

were obtained from 57 mg of ethyl (E)-2-benzyl-3-(1 -(2,4<iicrjloiT>benzy!)-2-methyn^ that was 

obtained in Production Example 37 in the same manner as in Production Example 11. 

so Properties of the compound: 

[0159] 

1 H-NMR(DMSO-d6): 2.29(3H, s), 3.83(2H, s), 5.33(2H, s), 6.40(1H, d, J=8Hz), 7.05-7.08(3H, m), 7.15(1H, t, 
55 J=7Hz), 7.26(1 H, t, J=7Hz), 7.36-7.40(2H, m), 7.72(1 H, d, J=2Hz). 
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Example 15 

Synthesis of (B-2-benzvl-3-M-(2.4<Jichlorobenzy^^^ (45) 
[0160] White crystals of (E)-2-benzyl-3-(1-(2,4<lichlorobenzyl)-2-metM 

propenamide (25 mg) were obtained from 42 mg of (E)-2HDenzyl-3-(1-(2,4<lichlorcbenzyl)-2-iT>ethyl-imida20l-5-yl)-2- 
propenoic acid and 24 mg of 1 iDentanesufonamide in the same manner as in Example 4. 

Properties of the compound: 

[0161] 

1 H-NMR(DMSOd6): 0.78(3H, t, J=7Hz), 1.07-1.27(4H, m), 1.40-1.50(2H. m), 2.22(3H, s), 3.21-3.40(2H, m), 
3.90(2H, s), 5.40(2H, s), 6.32(1H, d, J=8Hz), 7.08-7.10(3H, m), 7.17(1H, t, J=7Hz), 7.25-7.30(3H, m), 7.38(1H, d, 
J=8Hz), 7.72(1 H,d,J=2Hz). 

Test Example 

Test for activity of decreasing, plasma glucose level using db/db mice 
Test compound 

(E)-3-(4-bromoO-(2,4<lichlorobenz^ (33) 
Animal used 

[01 62] Rve-week-old female mice [C57BL/KsJ-dbm db+/db+, C57BL/KsJ-dbm +m/+m (Jackson Laboratory)] were 
purchased, and were kept for 2 to 3 weeks. Then, these mice were used in the test. 

Preparation of the agent 

[0163] The test compound was mixed with a powdered chow (CE-2, made by Nippon Clea) using a mortar. The 
mixing ratio was 0.01%. The mixed chow was changed twice a week. The feed amount and the remaining amount were 
recorded, and the intake was calculated from the difference therebetween. 

Test schedule 

[0164] The female db/db mice were grouped according to the body weight, the plasma glucose level and the 
plasma triglyceride concentration. Then, the mixture containing the test compound was administered to the mice (8- to 
10-week-oU) for 14 days. In the morning on day 7 and day 14, the blood was collected from the orbital venous plexus 
using heparinized glass capillary tubes (Chase Heparinized Capillary Tubes), and a plasma fraction was obtained 
through centrifugal separation. Plasma glucose, triglyceride, and insulin concentrations were measured on day 0 and 
day 14 as well as plasma glucose and triglyceride concentrations on day 7. The body weight was measured on day 0, 
day 7, and day 14. After the final collection of the blood, the mice were sacrificed using C0 2 gas. 

Measurement method 

[0165] The plasma glucose was measured by a glucose oxidase method (Glucose Cll-Test Wako made by Wako 
Pure Chemical Industries, Ltd.) using 10 to 15 nl of plasma. The plasma triglyceride concentration was measured by a 
GPO-p-chlorophenol method (Triglyceride G-Test Wako made by Wako Pure Chemical Industries, Ltd.) or a GPO- 
DAOS method (Triglyceride E-Test Wako) using 10 to 15 nl of plasma. The above-mentioned measurements were per- 
formed immediately after the blood collection. The plasma insulin concentration was measured by an immunological 
method (Phadesef Insulin RIA Kit made by Cabi Pharmacia) using 20 ^1 of plasma (which can be stored at - 20°C). 

Results 

[0166] The differ nee in th plasma glucose level or in the plasma triglyceride cone ntration between a control 
group of the db/db mice and a group of the +/+ mice was defined as 100%, and the rate (%) of decrease in the plasma 
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glucose level or the plasma triglyceride concentration of the group to which the test compound was administered was 
calculated. Wh n 1 0 mg of the test compound was administered to a mouse per kg of body weight, activities of decreas- 
ing plasma glucose and plasma triglyceride were 60% and 104%, respectively. 



industrial Applicability 

[0167] Novel aromatic ring derivatives and their pharmaceutical acceptable salts are provided. The compounds 
and their salts have blood sugar level-depressing activity or PDE5-inhibiting activity, and are useful for preventing and 
treating impaired glucose tolerance, diabetes (type II diabetes), diabetic complications (e.g., diabetic gangrene, diabetic 
arthropathy, diabetic osteopenia, diabetic glomerulosclerosis, diabetic nephropathy, diabetic dermatopathy, diabetic 
neuropathy' diabetic cataract, diabetic retinopathy, etc.), syndrome of insulin resistance (e.g., insulin receptor disorders. 
Rabson-Mendenhall syndrome, leprechaunism, Kobberiing-Dumigan syndrome, Seip syndrome, Lawrence syndrome, 
Cushing syndrome, acromegaly, etc.), polycystic ovary syndrome, hyperlipemia, atherosclerosis, cardiovascular dis- 
orders (e g stenocardia, cardiac failure, etc.), hyperglycemia (e.g., those characterized by abnormal saccharometab- 
olism such as feeding disorders, etc.), hypertension, stenocardia, pulmonary hypertension, congestive heart failure, 
glomerulopathy (e.g., diabetic glomerulosclerosis, etc.), tubulointerstitial disorders (e.g., renopathy induced by FK506, 
cyclosporin etc.), renal failure, atherosclerosis, angiostenosis (e,g., after percutaneous arterioplasty), distal angiopa- 
thy, cerebral apoplexy, chronic reversible obstructions (e.g., bronchitis, asthma (chronic asthma, allergic asthma), etc.), 
autoimmune diseases, allergic rhinitis, urticaria, glaucoma, diseases characterized by enteromotility disorders (e.g.. 
hypersensitive enteropathy syndrome, etc.). impotence (e.g.. organic impotence, psychic impotence, etc.), nephritis, 
cachexia (e.g., progressive weight loss due to lipolysis, myolysis, anemia, edema, anorexia etc., in chronic diseases 
including cancer, tuberculosis, endocrinopathy, AIDS, etc.). pancreatitis, or restenosis after PTCA. 



Claims 

1 A pharmaceutical composition for preventing and treating impaired glucose tolerance, diabetes, diabetic complica- 
tions, syndrome of insulin resistance, polycystic ovary syndrome, hyperlipidemia, atherosclerosis, cardiovascular 
disorders, hyperglycemia, hypertension, stenocardia, pulmonary hypertension, congestive heart failure, glomeru- 
lopathy tubulointerstitial disorders, renal failure, atherosclerosis, angiostenosis, distal angiopathy, cerebral apo- 
plexy, chronic reversible obstructions, auto-immune diseases, allergic rhinitis, urticaria, glaucoma, diseases 
characterized by enteromotility disorders, impotence, nephritis, cachexia, pancreatitis, or restenosis after PTCA, 
which comprises, as an active ingredient, an aromatic ring derivative represented by formula (I): 



X-cfy-Nu-cfv-A (I) 
(*l)n 



wherein X indicates the substituent represented by formula (II); 



H 



(ID 



wherein R2 represents a lower alkyl group, a lower alkenyl group, a lower alkynyl group, a cyclo-lower alkyl group, 
an aromatic group or a heterocyclic group, each of which may have one or more substituerrts; cr^ and chj, repre- 
sent a saturated or unsaturated cross-linking group, which may be branched; cth may have one or more substitu- 
ents selected from a group consisting of a lower alkyl group, a lower cycloalkyl group, an aromatic group, a 
heterocyclic group, a lower alkyl-lower cycloalkyl group, an aromatic-lower alkyl group, and a heterocyclic lower 
alkyl group; Nu represents a 5- or 6-membered aromatic group; X and Nu may be bonded directly to each other; 
R 1 represents a hydrogen atom, a halog n atom, a lower alkyl group, an amino group, an acyiammo group, a lower 
alkenyl group, a lower alkynyl group, a halo-lower alkyl group, a lower cycloalkyl group, a nitro group, a lower 
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alkylamino group, a carboxyl group, an esterrf ied carboxyl group, an amidated carboxyl group, a low r alkanesulfo- 
nyl group, an aromatic-sulfonyl group, a hydroxyl group, or a lower alkoxyl group; n means a natural number of 2 or 
less; and A is an aromatic ring that may have one or more substituents; 
or its pharmaceutically acceptable salt. 

The pharmaceutical composition of claim 1, wherein the aromatic ring derivative is represented by formula (I) 
where Nu is a benzene ring or a pyridine ring; X is bonded directly to Nu; ch2 is an ethenylene chain or an azaeth- 
ylene chain; the nitrogen atom in the azaethylene chain may be substituted with a lower alkyi group; and R 1 is a 
hydrogen atom, an amino group, or an acylamino group. 

The pharmaceutical composition of claim 1 , wherein the aromatic ring derivative is represented by the formula (I) 
where Nu is an imidazole ring; ch t is an ethylene chain or an ethenylene chain; ch 2 is a methylene chain; and Rj 
is a hydrogen atom, a lower alkyl group, a halogen atom, or a phenyl group. 

The pharmaceutical composition of claim 2, wherein the aromatic ring derivative is represented by formula (III) or 
formula (IV): 



wherein R 3 represents a hydrogen atom or a lower alkyl group; R 4 is a hydrogen atom or an acyl group; and X and 
A are as defined above. 



The pharmaceutical composition of claim 3, wherein the aromatic ring derivative is represented by formula (V) or 
formula (VI): 



H 




(III) 





R, 



(V) 
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(VI) 



wherein R 5 represents a hydrogen atom or a lower alkyl group; Re is a hydrogen atom, a halogen atom, or a phenyl 
group; and X and A are as defined above. 

6. The pharmaceutical composition of any one of claims 1 to 5, wherein the aromatic ring derivative is represented by 
formula (I) where X is a lower alkylsurfonylcarbamoyl group, a lower alkenyisuHonylcarbamoyl group, a lower alky- 
nylsurfonylcarbamoyl group, an aromatic-surfonylcarbamoyl, or a heterocyclic sulfonylcarbamoyl group, each of 
which may have one or more substituents. 

7. An aromatic ring derivative represented by formula (I) : 



wherein R 2 is a lower alkyl group, a lower alkenyl group, a lower alkynyl group, a cycle-lower alkyl group, an aro- 
matic group, or a heterocyclic group, each of which may have one or more substituents; ch t and cfy each repre- 
sents a saturated or unsaturated cross-linking group, which may be branched; ch, may have one or more 
substituents selected from a group consisting of a lower alkyl group, a lower cycloalkyl group, an aromatic group, a 
heterocyclic group, a lower alkyl-lower cycloalkyl group, an aromatic-lower alkyl group, and a heterocyclic lower 
alkyl group; Nu represents a 5- or 6-membered aromatic group; X and Nu may be bonded directly to each other; 
Rt represents a hydrogen atom, a halogen atom, a lower alkyl group, an amino group, an acylamino group, a lower 
alkenyl group, a lower alkynyl group, a halo-lower alkyl group, a lower cycloalkyl group, a nitrp group, a lower 
alkylamino group, a carboxyl group, an esterified carboxyl group, an amidated carboxyl group, a lower alkanesuffo- 
nyl group, an aromatic-surfonyl group, a hydroxyl group, or a lower alkoxyt group; n means a natural number of 2 or 
less; and A is an aromatic ring that may have one or more substituents; 
and its pharmaceutical^ acceptable salt 

8. The aromatic ring derivative and its pharmaceutically acceptable salt of claim 7, wherein Nu is a benzene ring. 

9. The aromatic ring derivative and its pharmaceutically acceptable salt of claim 7, wherein Nu is a pyridine ring and 
ch 2 is a saturated or unsaturated cross-linking hydrocarbon group. 

1 0. The aromatic ring derivative and its pharmaceutically acceptable salt of claims 7 or 8, wherein Nu is a benzene ring; 
X is bonded directly to Nu; chg is an azaethylene chain; the nitrogen atom in the azaethylene chain may be substi- 
tuted with a lower alkyl group; and R 1 is a hydrogen atom, an amino group, or an acylamino group. 



X-cfy-Nu-chz-A 



(I) 



<Ri)n 



wherein X indicates the substituent represented by formula (II): 




(ii) 



37 



EP 1 000 932 A1 



1 1 . The aromatic ring derivative and its pharmaceutically acceptable salt of any one of claims 7 to 9, wherein Nu is a 
pyridine ring; X is bonded directiy to Nu; ch 2 is an ethenylene chain; and Rt is a hydrogen atom or an acylamino 
group. 

12. The aromatic ring derivative and its pharmaceutically acceptable salt of claim 7, wherein Nu is an imidazole ring. 

1 3. The aromatic ring derivative and its pharmaceutically acceptable salt of any one of claims 7 to 1 2, wherein Nu is an 
imidazole ring; ch 1 is an ethylene chain or an ethenylene chain; ch 2 is a methylene chain; and is a hydrogen 
atom, a lower alkyl group, a halogen atom, or a phenyl group. 

14. An aromatic ring derivative represented by formula (III): 



H 




(III) 



wherein R3, R4, X and A are as defined above; and its pharmaceutically acceptable salt. 



15. An aromatic ring derivative represented by formula (IV): 



x 




A 



(IV) 



wherein X and A are as defined above; and its pharmaceutically acceptable salt. 



16. An aromatic ring derivative represented by formula (V) or formula (VI): 




A 



(V) 




(VI) 



wher in R 5 . Rg, X and A are as defined above; and its pharmac uticaJry acceptable salt 
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17 The aromatic ring derivative and its pharmaceutical^ acceptable salt of any one of claims 7 to 16, wherein X is a 
* lower alkylsulfonytcarbamoyl group, a lower alkenylsurfonylcarbamoyl group, a lower alkynylsulfonylcarbamoyl 
group, an aromatic-sulfonylcarbamoyi group, or a heterocyclic sulfonylcarbamoyl group, each of which may have 
one or more substituents. 
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Figure 2 
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Figure 3 
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